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■^©asm, ties: en rmznum^^¥V¥Vp>nmfc&K.u j t<Dm. 
cot, ft^ti ( i ) tm-?& z.£ifi&& fimmm^j]tzFimmftm%mu 

io 

(1) 5fc (I) 



[5^ Arttlllft$nWT%>«k^75 1 ;^ KlSnwbit^xr: 
O-, -SO-, *&fi-SO a -S*U ^AteS&SnT^Tfcck^tM^ 

(2) MB (1) Bt0ft^»0^DF7y^; 

(3) 5RB*t«ft$nWTfe«tVi-T$^ [1, 2-a] trU^>3RT?*SM 
IB ( 1 ) |Sft©fc£*i ; 

[1, 2-a] krU^>5R-e<fcS!&ia (1) fB«©^%; 

(5) ?iB^ffm$nT^T i fei;^c 1 _ 4 7;^;i/STSm$tiT^TfeJ:VK 
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[1, 2-a] t!U^>aiTa6«MSB (1) BfcflDflj&to ; 
(6) 5* (I) ^ (I' ) 



Ar-S(0)a~X-Z-N A N-P r>~R 1 (I') 




(D isR&nM^r. ] T?*sina (i) ib«©^%; 
io (8) xfimmtzftT^Th£^2mmm(Dm4k7kmm^&%mz en ibus 

(9) X**Wj|$nWT'fe>«J;ViC 1 _ 8 T;V4 i l^>3£T*«KriB (1) iBfSOfl; 



Hr4 



(10) Z^-co-TS-SffjlB (1) IBicOD^t;; 

15 (id mAf)mm^nx^x%^}i^-j>wx$>^mB u) iBic©{b 



(12) a^2T&£fuf2 (1) SEfcOft^; 

(13) Ar^\n^>M^Tam$tlfc^-7^-;VS^fe^An^r>0^Tgm 
ffitB (6) IB«4CO{^tl ; 

( i 4 ) 5- [4- [3- [ (5-^7 dd-h > H U ;w 7°n fc°^~;W -i-tf^ 

v -2-^ 5 [1, 2-a] b° U v X 5- [4- [3- [ (6-# n 

25 x;i/^-;wynh°^--;i/]-i-b 0 ^^v-;i/]-2-t Hd^?M5^/ 

[1, 2-a] tf U J?>, 5- [4- [3- [ (6-^7 n n-2-t 7fJW Xj^" JW 7°D 
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[1, 2-a] hf U 5>X 5- [4- [3- [ (6-£ P U~2-±y9-)l) y°U 

[i,2-a]t!U^x i-[3-[(6-i7nn-2-^-7^;i/)x;^n;wynAV-i > 
;W -4- [2- (2- 1 H D ^$/X^;i/) -f 5 ^ V [1 , 2-a] fcf U 5? >-5-<f M -2-k°^ 5 

(1 5) MI3 (1) (2), BBttO^^toS^rTSJitS^fiit-rs^l; 

(16) filfiLMilMT^^tufH (15) IB«©IS^; 

(17) mmhskmmmmxm^mmm^^mm (15) tam©^; 
(is) i^iKtts, mmm, m$mmmm, mmm&m, mmmjmmtm, 

mm (15) WS«CDE^; 
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1 



(ill) 



ommztm (1) tmtmMm^-r. ) T«sn«^4bx«:-e©ifitsg 
i(iv) 

Ar-S (O) a-X-Z-L 2 (IV) 
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M 2 N^N-^J3j (V) 

^ (la) 

Ar-S-X-Z-N^N-^B^) (la) 

^ (VI) 

Ar-S(0)a-M 3 (VI) 

S£\ ffitDfB^tefufB. (1) fBiciilRlM^^c ) T^$n&fl^t/X«^(7) 
(VII) 



X'-Z-N A N 




(VII) 



*5J;OT#«SJiSfc#-r^t^#miT^>«fflB (1) iB*£0{b^©8gji& ; 

(20) 3- (5-/\n^fy-2--f >py;K> x;^n;i/7°utf^->^ ^-cd 
(2 1) buIE (1) BB«c(7)^ti^7t«^-©^ S7t^ne»<Z)7 0 nH9^^© 
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(2 2) ftffE (1) mmo^^Tz^om, ^\^n^Oy"u^ : yv^(D 
(2 3) IfffB (1) mm<D^^TM^r(DM, StttZ-ZtlbO^UFyytfiD 

^%}m*m%mmz®-$-?% z. t^mmtrm%mm\z^n^bmmm, mm 
mmm&i&&. mmmtm, mwmmmim> xn;$^7» 

(24) fatm&m&0it*b<DmM<DWk<Ditito<Dtim (D mmm^m^k. 

(25) mmt^mMmrnxm^m^orcbb^mm^mmorz^omm en ib 
(2 6) >mm.m, mmm, mmmmm, mmmtm, mmmmmm, 

y>xx;pS£^T» 

— f>FU;k 2— t>hu;k 3— t>fu;k 4— l*>FU;k 5— f>H 

u;k 6 -<>Fu;k 7— f >Fu;v»^f e»n> &3&vt?%>2— r>Fu;v 

^W^b^ 0 r^>>/fi-jnj ibxn mfcf2-^>v*^xx;k 3 
-^>yfi-jK 4-^>Vfx-;K 5-^>v^xx;k 6-^>v^x 
x;k 7 - ^ >y^xx;i/^^tf e> n, 2 - ^ > y^x-ji/f^w £ 
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fectvw^ H-r;i/« 5£-c or ) =n-u u&^tfu' « 
, wmzftT^T%&^y=ipym mm, 5£-c xnt* t' ' ) 

= N-T T, T' ^tfT* ' ^tl^tl7«M^X«g«^T (T 

fe^v^j^^v;^ wMznx^xh^ttftjw^^ )\>m, m^nx 

Wb«k^xjl/77H;i^ /\n^>If («; r7yjfc H*, a^it 
«fr 0?£L<fcfcffi3k .A**) , ->7/3k xhnS, (^M>ffi 

m, tfx;k ru;i^©c 2 _ 6 r)\s?r~)\<m) , «7;i^x;vs x 
3=x;k 7"n/W;i^i0C 2 _ 6 7;]/^x;M§9 , 7U-;VS ($K 7xzjk 

^7^;i/^© 6 _ x 4 7U-;i/f) , \mc7)vzi*z/m m, * h*>\ xh^ 
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S (#11, If U^~;i/&£) Tl^tlWTfei^C, _ 6 7;W^fc(i7y 

;p (M, *;i^;k c 2 _ 6 r;k#/w;k ^>y-r;k /\u5*>ik%nx^x 

l -Tif>v-;i/^;i/^-;K 1-tfn'JyzMM-jk fcWJSV 

^ rt^tiT^TfeJ;^75^;iJ tLTH ^T3ArT 

^£ti3 m^nx^x%^i-y^)m} ^ rg^$tiT^T%J;<o7x:i 

^nA^yjk v^n^\y^;i/^cDC 3 _ 7 i/^D7J^Witf6n§ 0 £ 
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x\ mmznT^T%£^z/&u7)v^~)m<D^m^thxfe, tmvtt m 

Tfik mfcf^Wk x^;K n-7°uk°;k -f77 , nh°;k n-7*^;k -TV 
7*^;k sec-7*^;k tert-7^;k n-^>^;k -f 7^>^;k 

;k i -^^;i/7°nh°;k n-A^>;k -< v^>-;k l, i-^^;k7^;k 

_ 6 7)v&v&wmvft>nz>o "t> 7jv^jvm(Dmmmtvxi% m 
mhtc mmznx^xb&^7v-)mi iz^n^ummtmmm^nmr^ 

tbTlt W^.^t^;K TU;k -fV7°n^-;k 1-7° 

o^n;k 2-pWl/- 1 -7°n^-;k i-7>-;k 2-7^n;k 3-7~ 
T-n;k 2-x^;i/-i-7>-;k 2-^^-2-^^ 3-*^- 
2-7>~;k 1 -^>T--;k 2-^>T-^;k 3-^>r-;k 4-a>t- 
-;k 4-^;v-3-^>xc:;k 1 -^^-fen;k 2-A^-fen;k 3 -a 
^iz~;k 4-A^-fen;k 5 -^\^-fen;^©c 2 _ 6 7)V*r-)V^ffimi>b 

n§ 0 7)Vd-=.)m(DmmmtLx\%, mmhrc mm^nx^xh^ 

£Lt«u M;U£x^-;k i-7°ntf-;k 2-7°Dtf-;k 1 -7^-jk 
2-7^x;k 3-7^x;k i-^>^-;k 2-^>5P-;k 3-^>^x 
;k 4-^>^-;k i-<M^-;k 2 -A^->-;k 3-^v-jk 4- 
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r^#M»^Sj ti/rfi, m^7U;i/> ^x-;k fc?nu;k Jt-^-tJV 

U;k 1, 2, 3-^U->?T^/U;k 1, 1,3,4- 
WyT^Uik 7^1f~;k 1,2, 3-f7y7yj;k 1,2, 4-f7y 

ryu;k i, 3, 4-^Tvryu;k 1, 2, 3-hU7yy;k 1,2,4-h 
• uryy;k ^h9 % /u;k tfu^;k tru^x;k tfu^v^k tf^x 

yy~>-;k < y^>yy^x;k ^>y Cb] ^x-jk -f >FU;k 
>Hu;k iH— r>^vu;k ^>xy^vu;k ^>y^4^./y;k 1, 
2 -^>vw^+hyu;k^>y^Tyu;k 1 , 2 -^>wv^ryu ;k 
iH-^>v>U7\/u;k */u;k -ry*/u;k y>;u^K 3^-yu 
x;k ^;WJzjk y^vxjk t7^U^;k yjxjk 
;k #;wtyu;k a-*MU-;k ]3-*MU^k r-M#U-jk 

7y'Jy-jk 7x;W-Jk 7x/?7^;k 7xt^;k 7x7 + 
U^-f~;k ?7>hl/^Jk 7ith'Jy-:Jk 7xthDiJ"Jk OFU 

^x;k tfaa (1, 2-b] t?u^x;k tf^yp [1,5-a] tfu^;k 

<=-^V [1, 2 -a) h°Uv;k -T =-^V Cl, 5 -a] t°Uy?;k -f [1, 
2-b) HU^x;k -f*^/ (1,2 -a] tfU5^x;k 1,2,4-bUT 



WO 2004/035579 PCT/JP2003/013122 

11 

V*n [4,3-a] tfU^K 1,2,4-hUTVP (4,3-b) tf'J^vXJl/ 

mo 8 - 1 6 m <»* b < 8~i2 jd omtt^KftM; t < 

^>i?>Sl-2i (£FI;b<«, If®) tiffi^bfcll^SfcfcMELfcSfc: 
b 6 M©^^m^^»HS©IfI-^fe«M^o 2 ~ 3 © b 

^-;k 3=-x^-;k Hp'J^K fh7tFn7'J;K 3^t^~;k twj 
3 ~ 8 M (£?£b<te5~6M) (Dffia&Ztey&fffia (fcizis<teffia) 

mm^mmm^mmmm mmmm^mmmm > 1, 

>HU;V^©cfc5»fHb7fe#7f«W^ii^liSl-2M (j?£b<tok 1 
fi) ^>if>gtl~2M (^L<tt 1M) i^bfe»^ IfffBLTt 
#^#^^^^l~2fm (£?£b<WU 1M) #t&iEb&5&^b6M 
®7f#^m^^^(D^mMl'-2fi (jgF£L<fck 1M) <hli^bfe» 
2, 3, 4-rh7k Fn^7 LUk 1,2,3, 4-fh7h H 
P -f V * / U E<D <fc .5 HfffB b fcftillSS^SSX «7«Mii§r?» 

^^x-ji/S^n^nwbTv^Tfecfc^gMSibT© rg^$nwr% 
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W^^If^, hy^ktD^h^X 2, 2, 2-HJ 

7Mnxh^x hu^aa^h^x 2, 2, 

;k yntf;k -rvyntfjk ^>;k ^vt/^k.tert-r/^k ^>^;k 
✓v^i^d _ 6 7J^M) , Tis)vm (Ci _ 6 r;k*7/-r;i/ * 
;i/$;k rw;k yotftxjK tf/tn-r;i/^) , ^>\Ar;k c x _ 6 
^;vx;i/^x;]/X ;*^>x;kfc~;M§0 , ^>i£>x;kftx,MtO , ad 

-;k ih^^M-jk hU^;^n^ h^>#;k^-;k 2, 2, 2-h 
ij7Mnih^^Mx;k Hj^nny h^>#;kfc;k 2, 2, 2- 

r;]/3^>#;k^x;px (M> ^>v;kt^v#JM^x;i^) , 

visa) mmfznzm, wmmthxv mm^nx^x%^r^/mi 
6 tmm^m^ (#K ^;v^;w^F-r;k rtw^ M;kk£) , 

\,*xh&<, &tz, 2{mm^mmmmi L t-mizt^xmwr^y%&mm 

;k i-tfny^x;k txijy;, 5=-^;!/* y y , ^wja i-tf^ 

p~)v&&tf4mzmkT)v*)vm m. y^;k x^;k yntf;k -rv^a 

tf;k 7^;k tert-^k ^>^;k ^vj^cDC, _ 6 7J^JHI) , 
77W1 ^>>Mk 7x^fJWC 7 _ ! o 77J^JHI) , T 

y— ($j> 7xxjk i-^y^;k 2 -^y^^Cg _ x 0 ry— ;w 

S^O ^SfLTVJtfei:^ l -tM^x;k l-tfny;k l--f^VU 
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4^>#;kfc;k 7°n^v#;kfc;k -f V7 0 n#^>#;i/^x;k 
#;i/#x;k ^vr/b^^ki^k sec-yh*^#;ki?x;k tert-^h^ 
v^;i/^x;k ^>^;kt^#;kfc;k < v^>^l^^>;*7;k^x;k * 

-t7h+^M^K 2-t7h^S/M^Jl/f®C 7 _ x 2 TU-;kt 

ry^j/^kt^^i^x;^ turn m^>v;k^v#;k^x 
;k 7x^fM^^M^i/f©c 7 _ j o 77;wt^^*j^-;^ 
(#?i;b<te, c 6 _ ! 0 T'J-^-Cj _ 4 y;i/n^-#;k£x;k&a # 

& ryy~;kt^>#;k^x;i/Sj , ry^;k^;kt*e/#;^x;i^j 
^^;K x^;k 7°nh°;k -f v^ntf;k 7^;k -rv^;k tert-^;k 
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TU;k -fyyn^rjk 7°n^-;k 7*^x;k ^>^x;k ^izx;^© 
C 2 _ 6 T)Wr-)Vm) , y^njMJH (R v7n7°ntf;k y^D7'f 
;K yyP^>?Jk y^DA^yjVi0C 3 _ 6 y^nmj^) , 7'J- 

(DC, _ ! 0 7U-ji/7;i/^K^fSb<ii7x-ji/-c 2 _ 4 r;Hrx;i/#K 
& tmmvhom , i~2M©c 1 _ 6 cm, ;*^;k x^;k 

7°otf;k -rv7°ntf;k 7*^;k -YV7^;k tert-^k ^>^;k 

xmm^nx^x%^y5.ymmw^n^ 0 tmm7)i*)m, fg 

(M> ;>Wk X3^k 7°n tf;k -fV7°ntf;k 7*9^k <77>;k tert- 

7*5P;k ^>^;k ^^cc, _ 6 T)V*vvm) > 7->JH (M, tfui^ 
;k Tir^;k 7°ntf^x;k h7tn-f ;y^©c a _ 6 7;k*j/-r;k ^>7V 

37^) , xhaS, y7/l, l^l5fl0Any>Hf (mff7yjfl, 

©Aoy>jsf (m^.^7^/^ mm, mm, Bvmm) xmmznx^xh^ 
^MmRrjv^^mm^mf^n^Mimrj^mtbx^mx^^A, 

x^;k n-7°ntf;k <V7°ntf;k n-7^;k -fV7^;k sec-7^;k 

tert-7^;k A>^;k ^y^CC! _ 6 X;Wl^:^f £>tl, 

Xh+y, n-7°D^k -fV7"D^k n-7>^X -fV7>^k sec 
-7*h^X tert-7>^>^©C 1 _ 6 7^3^ J'SW^tf&tU h 



WO 2004/035579 PCT/JP2003/013122 

15 

W7J^JH (R j*3Vk x^;k 7°ntf;K -f V7°ntf;k 7^;k tert 
-^;k A^yj^od _ 6 7;i^;Mi0 , c 3 _ 6 ^ayjv 

($K y^OT'DlfjK y^D7^;k y^DA>?jk y^DA^y^ 

-i(:&o«7$; ^Mt^l^fe^^ JicD«^«^©iR!KT5 y 

;i/^-;k tf^u^/^j;i/fc;K tMuy^M^jk T-ttfrftVJtDV 
fcjk (aB8t©^^b$nTViTfe<tva) , l - e^^x;i/#;i/#-;kfe£ 
r^4ttK:{ffiRT;wvs (^>?jk x^;k 7°ntf;k -rv7°otf;k ^ 
;k tert-^;K ^>^;k ^y;vf©d _ 6 Tjy^jn) , 
£ (FiK ^>>>;k 7i^;i4©c 7 _ j o 77;^^) > 7'J-Ji/S ($k 
7x-Jk i-^-7^;k 2-7-7^©C 6 _ ! o ru-;Hf) f^fLT 

^;k& ©iiitni©fe©^aW6n§, 
g^S^bT© rr->;i/Sj tbxfs, *M>Kfi*©7y;vs, x;kfr> 
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Artttll Any>If, C,. 6 t;^;K c 2 _ 6 y;Hr-;k c 2 _ 6 7JI/^~ 
c, _ 6 x;Wk c 2 . „ r;i^x;k c 2 . 6 r;i^-;k si^nwTfei^y^/, 

xx^$n§ rg^$nx^Tfed;^2fffi©il^©^b7j<^*j r2 
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fc^Tffe, 2tf©TU-;PS> <hDfc>W\ 7x^k> (1, 
, {&Wt7)l5-~)m (My tfx;k TU;Kallyl)#©C 2 _ 6 y;Hr-;v 

^~)vm) , li^nT^t^it^M^M cm, c x _ 6 7K;^fc 
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^ co j; -5 ^ bT#f,n§ft-er#i (i) ^ K^u^m^ m^Mno^m, mx 
\m&, mm, » mm, *7A^PYh^77^ n^uvh 

n e ©stt#:^^tie#:^(D^^v^^* ofe u < \mwi\zmm-& z t 
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mmfcm%^Tz>(DT, mmtvwim^Lmm (math, u-;k 

i£IM£fc& xa;$-^ yzm&fo ^fit 1 • flfr^ojfii&g&fe & 

fimsmm) > mumjkmm, wm±m^±mm(D^mxnmwjzmm-t^z.t 

m : 

mmm, 'bmrnm^w^mmz^mmu e \zm m v Mm 

y/u^-m, -itiii^f^ (tia) , m&m^ %mmm^ mmmw 

S^^J:^»M;KA°X#Tm0JfilliW-^> MIS (<hDfc^ifti'l« 

§TX fcf U >^^©J/iJiL/jS«Sgt©ttffla^. 
'Ofli : 

m^^-mm, xf>hftxttPTCA (.m^mmmmsmm^m) mnx 

-fern, mmmn^ nxm^oMmnmm^^mmo^m • mm, &\mmm 
mmzttr%mmmmt(DffimxfemMtym, >mmmmm^m\zmt^7 

mm-. 

mm&mmim* mimmmmM, mmmmmim, n-vv-mteammm 
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- mm, mu^msk^m^mcm • zz^m^m, xx^mm^mmm ( 
tha) • Aummm^mmm am ^tsmm^mm^m^mmmm • B&dk 
m&mo^w - mm, &m$m&st$&&m • mmm • -w&m^m'&oim 
u^mftsfem - m&i&&&&®*?& • mm, ^jfotw ^xmxuxjukm • 
±mmy^jv^-^m^(Dm±^m-mm, xx>b@extePTA (mm^M 

m&kzm&o^ffi - mm, M^mmm\zwom%mmm±m • m*^*^ 
(D^m • mm, mmmmm&£m$mm&mzMT%mmMMt(Dwm 
x\tmmm, mwmmm&te E^mmm^mm\z^n^> 77, m u a 
■ ffiih/mmtcDffimmmmo 

WSttfe &ttllfi£&& in;>-^7^« m$rlz£Z>ikfrMWP • tin. 

mt(Dmm • mm • ±m^mKmmmm (sirs) xmm • m • Bstm 
• - &ik^mmf£Er^m^%mM'\kjh^\Hmmmm (dio , bbjul 

I C<M?f^J;^T£C£&«^£ <MA.fc£ WPf^ ffFF£, & 

mmmm. ^mmMx^mmmm^mmm^mo^mmK^oimmm 
*mw<Dfc-&m (1) x^(Z)^tt^©s^$,§^^a#w^fF^$n^.mf* 
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\z$mtz>m&\z\t, ^(ijsct, ^(DMmzm?%mzmmftw\z$>^Tm 
nm^hnzmmi m&m. mmm, mum, itmi ^mmmu mmmu 

m«\ it&w (i) xu*;<DM&mmzmtz>m&\zi,z, mmi m&m, m 
mm, m^RMm^^^xmmr^zt^i:^, *£n&&zsm*m\\zmr?z>m 
&\zn, mmi mmm^m^xmmr^>z\t^^^ 0 
mnm^zs^±)m\zmr^m^\z}mmmm^, ->uy ~?m\zm?%m&\z 
n#mm*. ^Mm-mmmzmt ^m^\z\mm<mu zmmmu $utm 

^^(D^ltbT^ 5^JL1 0fi»%x>7°>©DIS> 10^1201 
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m\z, \Y&m (i) x\z^t(Dm&±m(DMmzMm.~t%M&\z\$, mmiz^v, 
mmmf\z&^TM.i%m^n&mmu mm> ^mu mmu *£ 

15 

K&m (i) x\tJt<DM%^m-?z>*mw<Dmfflfe. ^^•oim^r^izm 

(#S&>6 0 kg) 1 BMSD©ft#*»*&jfc# (flj&ft (I) Xte^©M) £bT 
20 ..#SH^U2 0 0 Omg> ^b<tt*933feVibl 0 0 Omg, £t>ft£L<\$mi 
0&^b5 0 OmgT&D, Z\nZ%im^fM2f£^'U3mzfttfTn-5~-rZ>Z 

*mw<Dfc<&m (i) xs^©m^#^p^^^r^ii^«, mn> mm m 

D&JO. Olmg-UlOOmg, ^b<{^0. 0 1~$*J5 0mg> cfcD£P 

^M^ijtLT^, w>%mMm<Dm\ jkr&mu m^mtm. & 

*Satfflfc£#*£*L *fc«P«tt»afcbTtt, 1 > t>h7*kyXi»j: 
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M^tsmmm m%&> D-v;n£ h-jk D-^>xh-;k mtj-hW 

A&a fzz&mfzn, mmmmmmu mxur)vu-)v mmt^j 
)V) , iM^y&wmmm wmtt^v v % o , hco-so) ue 

mm (wmt, u>we mm?~b w&mmm) > anagftfti 

7x/-Mt*) ^^il^UTfei^o »«§nfcS£jWSK«, Sit, y>7> 

*mm<Dit%mu, mmmn\ w> tpa, ou^-^m) , tjv 

, ^im^m (FiK ^ntfH^WK 7y^yT7\ 7Xtf'J>f), 
c a ^trt^ (M, # n y K y A n tf . acepi#^ (R x± 7 y U 

u^miz, *mw<D<k&mtffimMMti)Wfr&t>tsnT^n\t&\,\ z\o^ 
ftbx#e>n§¥-©»j©^ (2) *mM<D4k&mtwmmmt%m*iz 



WO 2004/035579 PCT/JP2003/013122 

46 



&jp?<D&¥) &£^we>n<5 0 ra»u©^#»«, iftjhiwenw* 
©la^rjm fi-£;i/-K Mi^n ^ m^bi*&£fc£.D3i 

MgBfcjftU #ffl^r!l£0. 0 l^Li 0 0Mffl5fflV>tifc£«fcV>. 



slIM©*7A;7D , ?h^77>f-tt^SM«TLC (Thin Layer C 
hromatography, il^nvh^77^-) fciSffi&Tfcfr&frftfc. TL CM 
miZ&^TU, TLC^-htLT^M (Merck) tfcKCD 6 0 F 2 5 4 
*± X U v Tit&tiM<D NH^ fi t LTfot! 9 n V h ^9 7 -f 

ffl->U*^;WMi;<^;^*fc«©+->!f;i^*;v6 o (7 o&^L2 3 o j*^> 

a) ^fdW-W>6 0 (2 3 0^L4 0 0^^r>a) SJB^fc. #7 A 
MlttyU*mf±yUy7ftftl©IllyiJ*NH-DMl 0 2 0 

2ptbTxh^^7 c ;i/>'^>*fflt/iT;tUT>Geinini 2 0 01USfe«3 0 Oi 

bfeo I hJWiiiFTZR-8 2 0 0 17^7 h O^— ^— TSlJ^L 

^w^^v^T ( ) mz^Ltcmmz&mm<D®mu&}£T*&%o £r> 
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s : isyffUy h (singlet) 

d : tf^fVv V (doublet) 

t : hVy°Uy h (triplet) 

q '.tyVyV^rvY (quartet) 

dd : &7)V Y (double doublet) 

m \^)VJ-y°VvY (multiplet) 

br : y*u— H (broad) 

■.I 

br s : y*u — H 5/>t?Uyh (broad singlet) 
J . : % yy°V >s/s£$k (coupling constant) 
WS C : Ttm&tDUtfzt'f 5 F 
THF :rh7tFn77> 
DMF : y^fMMT$ F 
DMSO : 

HOB t : 1 - b H n ^ v^s >X> U 7 

mmmi 

5-[4-[3-[(6-^an-2-^:73V»x;i^ 

^^V[l,2-a]tfU> ? >-^^ 

la) 5-[4-(tert-^>^$/^;i/^-;i/)-l-t 0 ^^^-;W-r^^V[l ) 2-a] tfU^ 
> 

5-£ P U-i ^ W [1, 2-a] tf U v> (4. 58 g) £ h°^>?>(25. 8 g) 7 

;i/=f>^smT> i25°cti8b#f^^Wco %t>ntcmmz7kmomi) t?UU 

^/*-;Kl00nL)fc»^U — ^R-^-tert-^;K6.55g)&MT?3firFl/, M 
J^£^Tll$IW)&^iI1?fc. jffiBI&«BEg*b, ^tl^7K(200 mL) Sim*., 

Him ; Wx^V/X^y-^ 10:1)T**«U ^fBfb^tl 8.39 g (JR3f693%) 
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^6@#tbT#fe. NMR (CDCI3) 8 1.50 (9H, s), 3.06-3.11 (4H, m), 
3.54-3.82 (4H, m), 6.30 (1H, d, J -7.2), 7.18 (1H, dd, J = 9. 2, 7.2), 7.42' 
(1H, d, J = 8.8), 7.57 (1H, s), 7.66 (1H, s). 
lb) 5- (l-tf^vx;l/) ^ ^V[l, 2-a] tf 'Jy> • 

^Mla)T#^nfc5-[4-(tert-7>^v^;^-;W-l-h°^^vr:;W'i'$ 
^V[l,2-a]tfUv>(8. 39 g) £m&M(22. 8 mL) fcfln*., gi&T20#fgjO^JI1f 
7c 0 KfomzJL? J ~)V (85 mL) %%tlTd[^W&fflB.fflfch, flrffibfc 

M^^51Xbfe o |^^X^/-;P(10mL)i^x^;VX-^(10mL)T^m 
Mffi^bMfBft^t) 5.24 g(iR^6995)SefiJ!@fttL,T#fe„ NMR (D 2 0) 5 
3.59-3.61 (4H, m), 3.61-3.66 (4H, m), 7.15 (1H, d, J = 7.8), 7.70 (1H, d, 
J = 9.2), 7.92-8.00 (2H, m), 8.06 (1H, s). 

lc) 5-[4-[3-[(6-i7nn-2-^-7^;Wx;Pfc;wynh 0 ^-x;W-i-t°^^vx 
;W-<5^V[l,2-a]h 0 U^> 
3-[(6-^nn-2-^^^-;i/)x;i/z}Nx;i/]ynif^->m(o.75g)i:HOBt-H 2 o (0.57 

g)©TirhXbU;Kl5mL)^^WSC (0. 72 g) £Jn*., ^T20^»^liffc 

0 Kfon^^immih) t# e 5- a- tf ^ ^ ^x;io < 5 [1 , 2-a] tf u ^ 

> • X^SI(0.83 g) <h hUx^VT^Xl. 1 mDiDBU (0. 9 mL) ©Tirhxh 
U;W(10 mD^^MT^TU £J&*££gMT3l$r^#*I1f&. ^SSMflb 

I^P^7K(50mL)T^#-b, i7l(I|7^^^ATM, IM^Mffi^cb 

fee nt>nfrmmw&i'V%5 s )v%7& mmm;wmx.^)v/x^/-)v 5:0 
TfflfstL, nts^t/ 1.09 g mm\%)^mm^tLx%tz.o nmr ccdci 3 ) 

6 2.96 (2H, t, J = 3.6), 3.00-3.22 (4H, m), 3.61 (2H, t, J = 4.0), 3.65-3.92 
(4H, m), 6.28 (1H, d, J = 6.9), 7.19 (1H, dd, J = 9.0, 6.9), 7.44 (1H, d, 
J = 9.0), 7.55 (1H, s), 7.60 (1H, d, J = 8.7), 7.67 (1H, s), 7.91-7.96 (4H, 
m), 8.50 (1H, br). 

Id) 5- [4- [3- [ (6-^7 D U-1-jr7^)V) X)Vft~M 7°D tf^Xjl/] -1-tf ^ >?X 
;i/H^V[l, 2-a] tf U ^ > • &&& 

l c) T# 6 tife 5- [4- [3-[(Hnn-2-f7 x;P*x;K] 7° n tf ^x 
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;W-l-kX7y-JW-f5^;[L2-a]k 0 'Jy>(1.3 g)CDX*/-;Kl5 tiDffiK 

mL) T»L,Mi±$feilbT^lB^tl 1. 22 g (iR^87JK) &a^t»#t LT#fc. 
5 NMR (DMSO-d 6 ) 6 2. 83 (2H, t, J = 7.4), 2.94-3.08 (2H, l), 3.08-3.20 (2H, 
i), 3.48-3.84 (6H, m), 6.98 (1H, d, J = 7.4), 7.68-7.76 (2H, m), 7.90-8.04 
(2H, m), 8.18-8.24 (2H, m), 8.24-8.32 (3H, m), 8.68 (1H, br). LC/MS 483 
(M-HC1). 

io MM$\2 

5- [4- [3- [ (jo- 2 D U-2-j-7^)l) y°U \£^~M -l-\dUz?~)\, 

] -z-^m 5 [i, 2-a] tf u v > • mstii 

2a) 5- [4- (t er 1-7 h =^># ;i/aj?x;W 9 ;W -2-^ ^; W $ 

[1,2-a] tf'J> ? > 

15 5-^un-2-^fM ^^/[l,2-a]tfU^>(5.00 g) t h°^>>X25. 8 g) § 

M-n-U T;i/3>#H^T> 125°CT18B#r^^^iffc 0 #6tlfe@#(C7jc(200 
. mL) t h^PD^;i/A(200 mL)^iP^, #«8jg£#$£Lfc 0 W»JH£fBftte£C*(200 - 

g«&X^y-;KlOOnL) fcl»j&>U X^m-v-tert-^>;K6. 55 g) 

WX^;K200 raD^ffiL^o ^m^^»^7K(200 mDT^U 

t;iix^/i^y-;p io:i)T^b, mm&va 8.46 g ok^89%)s 

^^|H#:tLT#7Co NMR (CDC1 3 ) 6 1.50 (9H, s), 2.48 (3H, s), 2.97-3.15 
25 (4H, m), 3.58-3.78 (4H, m), 6.23 (1H, d, J = 8. 2), 7.13 (1H, dd, J = 8.8, 

7.0), 7.28-7.35 (2H, m). 

2b) 5-(l-^7^)^W$^[l,2-ii] tfUv ? > • 2«^ 

»f!|2a)T#6nfc5-[4-(tert-^>^^;^-;l,)-l-h D ^^^;i/]-2-^ 
^;K5^V[l,2-a]h°Uv>(8.46 g) (22.0 mDfoiJP;^ &fiT!20#|HI 
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*fWbfclSft*5^[bfc. fSHSx^/^KlO mL)<hvX^;i/X"^;Kio mL) 

rmm, MEfflkhxmmft&m 6.28 g mmm)^mn^^tvxm^o 

NMR (D 2 0) 5 2.59 (3H, s), 3.48-3.61 (4H, m), 3.61-3.72 (4H, m), 7.11 (1H, 
d, J = 7.8), 7.61 (1H, d, J = 9.0), 7.80 (1H, s), 7.91 (1H, dd, J = 8. 8, 
7.8). 

2c) 5-[4-[3-[(6-^pp-2-^->'^;v)x;i/^x;i/]7 f, Dtf^x;w-i-fcf^^^ 

)V\ -2-* W ^ W [1 , 2-a] h° U P > 

mmm2b) t# s n&5- a- tr ^ ^ y-jw -2-^ ^; k 5 [1 , 2-a] HUy> 
• x*im*i(o.87 g)fr£mmmic) tmmizLTmmt&m 1.16 g 01x^93%) 

£t#fc 0 NMR (CDCI3) (5 2.48 (3H, s), 2.89-3.18 (6H, m), 3.60 (2H, m), 
3.66-3.90 (4H, m), 6.22 (1H, d, J = 4.8), 7.14 (1H, dd, J = 5. 8, 4.8), 7.28 
(1H, s), 7.33 (1H, d, J = 5.2), 7.59-7. 62 (1H, m), 7.88-8.01 (4H, m), 8.49 
(1H, br). 

2d) 5-[4-^[(6-^nD-2-t7fJ0XM-JWynk°t^W-l-^7^ 

;w-2-^;i/<^VD,2-a] k°u^> • mmm. 

^MM2c) T#enfc5-[4- [3- [ (6-^ n X)V*~M y°u 

M-\-^y^)V]-2-^)V^^^V[h2-a]EV^y(Ln g)^£>^S»!]ld) 

tm&teisTmmc&to 1.24 g mm 7 % ) ^ e tvxmrc 0 nmr 

(DMS0-d 6 ) 8 2.52 (3H, s), 2.84 (2H, t, J = 7.4), 2.94-3.08 (2H, m), 3.08-3.23 
(2H, in), 3.23-3.54 (2H, m), 3.54-3.78 (4H, m), 6.93 (1H, d, J = 7. 2), 7.60 
(1H, d, J = 8.8), 7.71-7.76 (1H, a), 7.88 (1H, dd, J = 8. 8, 8.0), 7.99 (1H, 
s), 8.03-8.04 (1H, m), 8.18-8.32 (3H, m), 8.68 (1H, br). LC/MS 497 (M-HC1). 

5-[4-[3-[(i-tert-7>^x^;kfc;i/-5-i7nn-2--r>Ku;i/)x;^x;i/]7 0 
p tt—M -i - hf ^ y -f ^ ^V[i, 2-a] tf u z? y 

3a) 3- [(5-^7 a P-2H* > H U ;W 5^] 7°P bf^>Mtert-^;i/ 
5-^7 DU^W > H-JK25. 8 g)^P"V>l^(93.5 g)^tfU> ? >(300 
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^^0#0TirhnhU;i/(2OO mL)W?t^\7^U;i/mtert-^;K22.6 iL) 
t hUx^;i/T^>(21.5 mD^iP^ lNpraJlSKbfeo *g«ateS£U $s 
^&C7K(150mL) Bt&X^;i/(150iL)T?tttttLfc 8 JfttB^^5fO^*(150 

u 7 a (itni ; tixfji'/A^^^ i:4)t?*msu mm\&w 24. 1 

g(iW50%)£»&@#£LT#fc o NMR (CDC1 3 ) 5 1.47 OH, s), 2.55 (2H, 
t, J = 6.9), 3.03 (2H, t, J = 6.9), 6.58-6.59 (1H, m), 7.12-7.15 (1H, m), 
7.24-7.27 (1H, m), 7.51-7.52 (1H, m), 8.73 (1H, br). 
3b) 3- [ (5-^7 n D-2-f > F U )V) 7°P tf ^">^t 

^»iJ3a) T# £>n&3- [ (5-^7 p n-2-< > H U ;W ^] 7°n k°^>mter t-^ 
3^(1.56 g)©v^PP^>(15 mL)^^70% 3-#PPj&geS#$(3. 08 g) 
^0°CTiP^, ^tl^^TlB^^^Iif^o SJfcM£v^Pn^>(50mL) 
T^iRU m^«^-hU^A7j<^(50mL), IS^m*^ b U £ ATKiS 
^(50 mL), l^n^7K(50 mL)Tjli#^»brCo f ll^MSiY^y^ 

)W^ j &> u&im&u mm\&m i. 58 g(^92%)£a£@#£bT# 

fe 0 NMR (CDCl 3 ) (5 1.38 (9H, s), 2.72 (2H, t, J = 7.4), 3.56 (2H, t, J = 
7.4), 7. 13-7. 14 (1H, m), 7.30-7.36 (1H, m), 7.40-7.44 (1H, m), 7.68-7.69 
(1H, m), 9.52 (1H, br) . 

3c) 3-[ (1-ter t-y v^j;i/^x;i/-5-^ p p-2— f > K U )V) TJl^XJl/] y°U 

l£»)J3b) Tf# 5tlfc3- [(5-^7 p p-2~f > H U ;W 7Jl/*x;KI 7°P fc?*->M 
teri-y^;Kl3.8 g)©M(250 mL)^^imm(33 mL) ^^TiPTL 60°CT1 
Ptr^»bif/t= M^Mffi^bTt#&nfe|iIf*^DMF(100mL) fcig^U HJ 
X^75>(6.7 mL)i^TU;Kl0.4 mL) $5n^.T60'CT2P#K)&^?iiffe o 
SJtS^§*7jc(500 mD^fc^^^ Bt$tX3S>Kl50 mL)T$3fcBLfc 0 ®&m* 
7K(150 mL x 3) tffifr-k&fcilQQ mL)lr?»U WiY^^^AT^m 
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h~ h U;K150 mWrnm^-BkM-J-ten-y^Jltt. 73 g) ^MTflTFU 

(150 mQT&mbfco ^mitS^n^7K(150 nDTiJte^U ^tK«t^t^> 
■)ATlit> jg&£flteg£Lfc. if ft^y 'J jj^rJW ® ffiS ; tlx 
^;V/^\^> l:4)T*fr»U Mf2{b^tJ 10. 6 gO»62%) b 
T#fc. NMR (CDClj) 6 1.74 (9H, s), 2.90 (2H, t, J = 7.4), 4.03 (2H, t, 
J = 7.4), 4.47-4.52 (2H, m), 5.17-5.30 (2H, m), 5.72-5.93 (1H, m), 7.42-7.53 
(2H, in), 7.64-7.65 (1H, m), 7.98 (1H, d, J = 9.2). 

3d) 3-[(l-tert-y )\>#~)V-*->; D D-2— f > H U ;W XJ^XJl/]yD 

^»!l3c)Tl#^n7c:3-[(l-tert-^h^rV^;i/#-;i/-5-^PO-2--r>FU;i/ 

) x;vaf?n;w ?°u M^ymr u ;v (4. 27 g) ©thf (40 mDjg&'^jU f 5 Am (2. 16 

g) SJn*.* ^VW7^^A (0)t* h h U 7i"MX 7 >f >(0. 58 g) £Uu 

5>nfcM^5Txbfco M£iMV7°nhVlx-:r;K5 mL)Tl»U 
*U JSfBfb&fcl 3.29 g W855!)^fiH#:itT#fcc NMR (DMS0-d 6 ) 
5 1.68 (9H, s), 2.71 (2H, t, J = 7.0), 3.96 (2H, t, J = 7.0), 7.57-7.62 
(2H, m), 7.93-7.94 (1H, m), 8.05 (1H, d, J = 9.2). 

3e) 5-[4-[3-[(i-tert-^b4 i v'*;w#x;u-5-^ d U-2H* > H u;W x;p#x;p 
] 7°n tf^--;W -i-t?^s?x;W >f $ ^/[l, 2-a] h° U> ? > 

^M3d)T#e»n7t3-[(i-tert-y>^^;i/fc;W5-^nn-2--<>HU;i/ 
)X;^x;i/]ypfc!^>m(0.97 g)£H0Bt -H 2 0 (0.57 g) ©Tir hX b U;K15 
mDM^WSC (0.72g)^JP^T, gMT20#|^^*I1f&, ffStlfe^jS^t) 
^-(l-tM^X^H 2-a] fcf U '7>-rlti(0. 83 g)tb Uxfjl/ 

7^X1.05 mL)£DBU (0.9 mL) ©7-fc hX h U ;KlO mL) ^^fiT^T U 
^?Ml?3W^^iffcc }§*g£$Kg£U »g*K:7K(50 mL) ^jjpA.. 
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mmm;mm^jwx.^/-jv 5:DTiiu MtB^ti i.09g(JW76%) 

SW^*tbt#fc, NMR (CDClj) (5 1.74 (9H, s), 2.84-3.20 (4H, m), 
3.20-3.52 (2H, m), 3.52-3.93 (4H, m), 4.14 (2H, t, J = 7.0), 6.25-6.33 (1H, 
m), 7.08-7.35 (2H, m), 7.35-7.58 (3H, m), 7.59-7.72 (2H, m), 7.88-8.02 (1H, 
m). LC/MS 572 (M). 

5- [4- [3- [(5-# D n-2->f > F UJWXJ^JW 7°n 

< ^ [i , 2-ai tf u v > • mmm. 

^»J3e)T#^n^5-[4-[3-[(l-tert-^h^^;Wfc;i/-5-^DD-2--f> 

HU;Wx;i/fc;wynb°^;k]-i-h 0 ^^v-;w>r^^V[i,2-a] tfu v> 

(1.00g)^mm(2.9inL,)fc^U ^MT20#R5#>1*?Iiffc o 

vfttfcm&zwLhfco mm^m&^mh, mm\&® 0.75 g(M85sto£s&^ 

#il/T#fe. NMR (DMS0-d 6 ) 5 2.84 (2H, t, J = 7. 2), 2.93-3.08 (2H, m), 
3.08-3.24 (2H, m), 3.24-3.57 (2H, m), 3.57-3.79 (4H, m), 7.01 (1H, d, J 
= 7.0), 7.17-7.18 (1H, m), 7.32-7.37 (1H, m), 7.55 (1H, d, J = 8.6), 7.69 
(1H, d, J = 8. 8), 7.81-7.82 (1H, m), 7.94 (1H, dd, J = 8.8, 7.8), 8.20-8.21 
(1H, m), 8.28-8.30 (1H, m). LC/MS 472 (M-HC1). 

5-[4-[3-[(i-tert-^h^^;v^x;i/-5-^nn-2--r>FU;Wx;p3isx;i/]y 0 

P fcf 3r~)V\ -1- ¥U y-Jl/] -2-* ^ ^7* [1 , 2-a] tf U 

2-^^;i/-5-(l-k°^^^x;i/)-f 5^/ [1, 2-a] h° U • rlfKO. 87 g) £ 
ffl^T^»J3e)<t|WI^^bT^fB^tl 1.03 gmmo%) %ffi.M&ffimtbT 
NMR (CDC 1 3 ) <5 1.75 (9H, s), 2.48 (3H, s), 2.87-3.19 (6H, m), 3.60 
(4H, m), 4.11 (2H, t, J = 8.0), 6.23 (1H, d, J = 7.4), 7.10-7.18 (1H, m), 



WO 2004/035579 PCT/JP2003/013122 

54 

7.26-7.35 (2H, m), 7.40-7.53 (2H, m), 7.65-7.70 (1H, m), 8.00 (1H, d, J 
= 9.2). LC/MS 586 (M). 



5- [4- [3- [ (5-# n p-2--r y F U ;v) x y°u tf -1- tM 9 e?x;i/ 

] -2-^;^ ^ 2-a] tf 'Jy>- 
^»!j5T#fc5-[4-[3-[(l-tert-7>^^;^-;W5-^ PD-2--T > H 

y°u h°^x;W-i-t: 0 ^ ^x;W-2-^;w ^ ^/[l, 2-a] tf u v 

>(0.72g)^6^»!j4t[Wl#tLT, MSB^% 0.47 g(iW733l) 
LT#fc„ NMR (DMS0-d 6 ) <5 2.51 (3H, s), 2.84 (2H, t, J = 7.2), 2.92-3.07 
(2H, m), 3.07-3.23 (2H, m), 3.23-3.54 (2H, m), 3.54-3.80 (4H, m), 6.96 (1H, 
m), 7.17-7.18 (1H, m), 7.32-7.37 (1H, m), 7.52-7.62 (2H, m), 7.81-7.93 (2H, 
m), 7.99 (1H, s). LC/MS 486 (M-HC1). 

5- [4- [3- [ (6-^ p j-)V) x;i/#x;w 7°U h°^-x ;W -3-X h ^r>-^;^ 

x;W-l-tf^9^x;KK ^/[l, 2-a] tf u *» 

7a) 4-(-<5^V[l,2-a]tf U^>-5-r;W-2-h°^9^>*;P#>mx^ 
5-7MD^$^/HiJ *?>Xffc£*>, fh7AFD>, 2002^, H58#, p. 489) 
(1. 05 g) i2-H^9v>^;i/^>mx^;P^a^U 100"CT5I^W^#Si?fc 

VM^a (jgatfft.; ^pp^;i/A/7<^y-;]/ io:i) vmmhxmt^t^m 

\AgmmW^n^^tLxmc. NMR (CDCI3) 5 1.23-1.34 (3H, m), 
2.20-3.82 (8H, m), 4.14-4.31 (2H, m), 6.33 (1H, dd, J = 0.9, 7.2), 7.15-7.71 
(4H, m). 

7b) 5- [4- [3- [ U U-2-±7^)V) X;M>x;i/J 7°U tf ;f x;W -3-X h^ri/ft 
M-jH-k^^y^W-f^VD, 2-a] tf U 5>> 
3-[(6-^DD-2-t7f;W7^;i/]^p;Ol (0. 76 g) £H0Bt(0.59 g) 
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(D7*fe h U ;K15 mL) j§?£^WSC(0, 73 g) &M?L, 15#f^MT#>#*giffco 
»f!|7a)T#fe4-(^5^V[lJ-a]k°Uv>-5-^;i/)-2-b°^^v>^;i/^>^ 
X3MK0.70 g)^J;tKbUx^;i/T^>(0.78 g) (DTir hx h U;W&Sc&KJ£ig 

HISlbTjBIBft:^ 0.26 g (Wl8%)£itMfr*£LTf#fco NMR (CDC1 3 ) 6 
1.24-1.34 (3H, m), 2.75-5.30 (13H, m), 6.29-6.34 (1H, m), 7.19 (1H, dd, 
J = 7.5, 9.0), 7.40-7.47 (1H, m), 7.58-7.97 (7H, m) , 8.48-8.49 (1H, m). 
Tvmfrffim C 27 H 27 C1N 4 0 5 S-0. m 2 ot hX 
ff-^fS (%) : C, 57.86; H, 4.96; N, 10.00 

• mmm (%) :c, 57.80; h, 5.07; n, 10.33. 

H»!j8 

5- [4- [3- [ (6-^7 p u-2-j-7^M 7Jl/*x;W 7n fc!:*x;W -z-tiJW^ <i)V-\- 
tf^5 ^x;w -y 5 [1,2-a] tf u y 
^»!ji0T#rc:5-[4-[3-[(6-^nn-2-±y^;i/)x;i/^x;!/]7 o nh o ^x;i/ 

]-3-#;W^>-l-fc°^^x;i/H 5 ^V[l, 2-a] t: U v>(0. 30 g) £H0Bt-NH 3 
#£#(0.16 g)&=fctKWSC(0. 15 g)(DDMF(10 mL) h U X5^7 ^ >(0. 3 g) 

lli^JHSSifj^^^y-ji^ 20:1) Tffta^U mmx.9-)V - >?X^;i/X 

-fM^^ibt, MfB^t/ 100 mg (IR^36%) LT#fc 0 
NMR (CDClj) 5 2.50 (3H, s), 2.54-5.80 (12H, m), 6.22 (1H, d, J = 6.6), 6.79 
(1H, br), 7.10 (1H, dd, J = 7.0, 9.0), 7.33 (1H, d, J = 9.2), 7.62 (1H, 
dd, J = 8.8, 2.0), 7.85-8.00 (4H, m), 8.08 (1H, s), 8.49 (1H, s). 
TnfU^UfM C 25 H 24 ClN 5 0 4 S-0.5H 2 Oi:LT 
ftWm (%) : C, 56.12 ; H, 4.71 ; N, 13.09 
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(%) : C, 56.14 ; H, 4.94 ; N, 12.97. 



5- [4- [3- [ (6-# d u-i-^-y^M 7s)Vifr~)V\ 7°n \f.0r~)V\ -3-tert-^ h 
;i/#n;i/-i-tf^9^;W<^^/[i,2-a]tfU^> 

9a) 4-(<$^\/[l,2-a]lfU^>-5-<;i/)-2-fcf^^^>*;i/#>mtert-y^;i/ 
2-k°^-7^>^;l/#>mtert-^;Kl.68 g) ^ e>*»j7a) iH^fCbTMIB 
-fb-a-^ 0.65 g (JR*72H!)*»6lftJK^il/T#fc 0 NMR (CDC1 3 ) 6 1.50 (9H, 
s), 2.20-3.80 (8H, m), 6.32 (1H, d, J = 6.3), 7.17 (1H, dd, J = 9.0, 7.2), 
7.41 (1H, d, J = 9.0), 7.64 (1H, d, J = 1.5), 7.17 (1H, s). 

9b) 5-[4-[3-[(6-^Dn-2-^-7^;i/)x;^-;i/]yntf^;w-3-tert-yh^ 
v#jpfc;p-i-t°^vn;i/] -i^^Jll, 2-a] tf VP> 

£JS0l9a)T#&4-H > 2-a] tf U v>-5-^;W-2-h°^ v>#;i^> 

mtert-y^;K0.65g)^e,^M7b)i|W]^^bTMIB^t; 0.47gOK^ 38%) 
LT#£. NMR (CDC1 3 ) (51.46 (9H, s), 2.75-5.19 (11H, m), 6.29 
(1H, d, J = 7.2), 7.19 (1H, dt, J = 7. 2, 9.2), 7.45 (1H, d, J = 8. 7), 7.58-7.97 
(7H, m), 8.49 (1H, d, J = 0.6). 

7c*##Nii c 29 h 31 cin 4 o 5 s-o. m 2 othx 

(%) : C, 58.47; H, 5.48; N, 9.40 

mmm (%) :c, 58.39; h, 5.75; n, 9.30. 

H»!llO 

5-[4-[3-[(6-^nn-2-^7^;Wx;i/^r:;W7 0 nt 0 ^-;w-3-*;i/^^-i-tf 
^»!l9Tf#^5-C4-[3-[(6-/7Dn-2-^7^;i/)x;^-;W7 0 Db°^;i, 

]-3-tert-7>^v*;i/#^-l-h°^^^-;W-T^^V[l,2-a] t°U v>(0.20 

it^m&fik&B^ 0.20g(££l$)£LT#fco NMR (DMS0-d 6 ) 5 2.50-4.29 (10H, 
m), 5.12 (1H, d, J = 10.5), 7.01 (1H, d, J = 6.9), 7.69-7.76 (2H, m), 7.92 
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(1H, dd, J = 8.1, 9.0), 8.03 (1H, t, J = 7.2), 8.19-8.35 (5H, m), 8.68 (1H, 
d, J = 8.7). 

TtmftffiiU C 26 H 24 Cl 2 N 4 O 5 S-0. 3MeCN-H 2 0£LT 



fflfclii (%) : C, 51.78; H, 4.57; N, 10.14 
MWMU (%) : C, 51.93; H, 4.83; N, 10.40. 

5- [4- [3- [(6-^D n-2-j- 7 X;i^X>W 7°P tf *x;M -3-* tf ^ 7 

-f ^ W [1 , 2-a] tf U ^> ■ 
11a) 5- [4- ( t er t-7* h ;w*x;w -3-* 7 5?x;W -f 5 ^/ 

[1,2-a] t!U^> 

5-7 P P-f ^ ^V[l, 2-a] tf U v>(4. 58 g) b2-*9")V tf ^7^X30. 1 g) £?M 
T;V^>»H^T, 125°CT180#r^^i?fe o ^SPLT#&nfe@#:Sr7j< 
(200 mL) 1 7 n Dsfcfl/A (200 mL) fcljftfr b> MJiSISfP^M/K (200 mL) T» 

^/—;Kl00iL)fc:»^U — ^m-v-tert-7^;K6.55g)^^T?iTb, M 

Mt&^TiBfr^^iffcc jftHtsateg^u MWaKGoo nDssn^ 

Stmx^;l/(200 raDTilHUfc, ttffl»t*l&jftlJfc!ftzK(200 mL)T*5fc#U &#g£ 

t;SixWl^;-Jl/ 10:l)TSMf»U HSfiBfb^Kf 8.54 g Wmo%)% 

NMR (CDCI3) 8 1.47-1.51 (12H, s), 2.71-2.97 (2H, 
m), 3.22-3.45 (3H, m), 3.98-4.13 (1H, m), 4.37-4.54 (1H, m), 6.29 (1H, d, 
J = 7.4), 7.18 (1H, dd, J, = 8.8, 7.0), 7.42 (1H, d, J = 8.8), 7.64-7.66 
(2H, m). 

1 1 b) 5-(3-^ j~)V-\- M ^ =7 y^jW -f 5 [1 , 2-a] tf Uy>- nmMM 

mmmil a) T# 5 tlfc5- [4- (ter t-7* h ^>#;i/# -3-^ 3^lM-tf^ V 
x;KK $?Vll, 2-a] tf U ^>(8. 54 g) &fttfU£(22. 2 mL) Kin*., lSt20^n 

IftBUfc^^^tbfco *§ft£x^/— ;K10 mDt^x^x-^KlO mL) 
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-vmm, fcjEEiasfcu mmt^m 5.93 g mmn%)^tm^m^tvxm^ 

NMR (D 2 0) 6 1.50 (3H S d, J = 6.6), 3.14-3.28 (1H, n), 3.31-3.48 (1H, m), 
3.53-3.81 (4H,m), 3.81-3.98 (1H, m), 7.16 (1H, d, J = 7.6), 7.71 (1H, d, 
J = 8. 8), 7.93-8.02 (2H, m), 8.06-8.08 (1H, m). 

lie) 5-[4-[3-[(6-^DD-2-^-^^;v)x;i/^ri;wyDtf^r:;W-3-^^;p-i- 
tf ^ y P-M <i % ?V [1 , 2-a] tf U V > 

3- [(6-^7 p u-2-±7^)V) XJP^M 7°U (1 . 49 g) iHOBt • H 2 0 (0. 77 

g) ©T-fe h U;K15 mL)i§#KwsC (0. 48 g) £2ra7LT, *B£ire20#|Jft&>#ig 

^feo#enfeH^^^n»jiib) ^stiTcs-cs-^^-i-h 0 ^^^;!/) 

-f 5 #V [1, 2-a] tf U • n^m^ (0. 87 g) t h U X^jl/T ^ >(1 . 4 mL) iDBU 
(0.9 mL) OTirh-hU;i/(10 mD^^MT^TU ^T6R#»^I§if 
feo »jfc&«fflg£U SS%t*(50 bD&JP^, ^pp*;VA(50 mDTftffi 
Lfco W&ffl^^?H^7K(50iL)Tgfe#L, i§ 
l§&«tee*L&. iBtifelgftSy 'J *^rj^ 7 A (ItBI ; ifxf J1//X 

?y-)i 5:D vmmh.mmih^m 1. 06 g o«7i %) & &m%mt Lt#fc. 

NMR (CDC 1 3 ) (5 1.36-1.69 (3H, m)„ 2.48-3.17 (4H, m), 3.17-3.48 (3H, m), 
3.48-3.72 (2H, m), 3. 72-3.94 (0. 5H, m), 4.17-4.34 (0. 5H, m), 4.44-4.68 (0.5H, 
m), 4.77-4.98 (0.5H, m), 6.27 (1H, d, J = 7.4), 7.19 (1H, dd, J = 8. 8, 6.8), 
7.45 (1H, d, J = 8.8), 7.58-7.68 (3H, m), 7.91-7.98 (4H, m), 8.50 (1H, br) . 

lid) 5- [4- [3- C (6-£ p u-2-±y^)V) x;V^n;H y°a tf^--;n -z-^)V-\- 
tf ^ 9 yx;W >f =• ^/ [l , 2-a] tf U v> > • iiStii 

1 1 c) t# 5 n&5- [4- [3- [ (6-# p p-2-^7^1/) 7°P 

~;w -3-^ tf ^ ^ ^ [i , 2-a] tf u v> (o. 47 g) & Bmmm 
id) tmm\zvTmm\:t>m 0.47 g (jR*93x)&s^;fe£LT#&. nmr 

(DMS0-d 6 ) 6 1.12-1.48 (3H, m), 2.58-3.04 (3H, m), 3.04-3.31 (2H, m), 
3.31-3.63 (2H, m), 3.63-3.93 (2. 5H, m), 4.09-4.41 (1H, m), 4.51-4.72 (0.5H, 
m), 6.98 (1H, d, J = 6.8 ), 7.68-7.77 (2H, m), 7.90-8.04 (2H, m), 8.15-8.32 
(5H, m), 8.68 (1H, br). LC/MS 498 (M-HC1). 
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mmmn 

5-[4-[3-[(6-^nn-2-^7?;i/)x;i/^;i/]7°nh°^-;w-3-^^;i/-i-t:^^ 
• 5?-;W -2-* ^ [l , 2-a] tf U > • &&& 
12a) 5- [4- ( t er t-^ h ^ v'lfr ;V#x;W -3-^ ^M- 9 -2-^ 
$^V[l,2-a]tfU^> 

S-^DP-HfJK^^/fl, 2-a] h°U 5*>(5. 00 g) £2-*<?)WUi?> 
(30.1g)£?M£rU T;l/rf>^H^ 125t:T.36P#»^if7to 7^LT#6 
ft£@#£7K(200 mL)i^un*;i/A(200 nL)fc»^U fll^MtL ^ 
M«rlSfn^7j<(200 mDT^m Mlvn^^AT^iL, 
BEg^Lfc. #5nfc^e«fSx^y— ;K100 nL)fcagft&*U -^M-v-tert- 
:/^M6.55g)&^T$fTU M^t§^Tli#r»^?^if^o ll&lEg 

fD^7jc(200 mL) T$fc#L, l«|7^y^Al:M, }§^£MJ£g3cL 

fee «e*S5/U*^;v*7A(«Spm?S;@fKx^;i//x^y-;p io:i)Tl»ML 

, MBfl^J 8.62 g 0R*93%)£^fi»5fcfcbT#fc. NMR (CDC1,) (5 

1.46-1.50 (12H, m), 2.48 (3H, s), 2.71-2.79 (1H, in), 2.86-2.91 (1H, m), 

3.23-3.42 (3H, m), 3.98-4.12 (1H, m), 4.37-4.51 (1H, m), 6.22 (1H, d, J 

= 7.2), 7.08-7.15 (M, m), 7.27-7.35 (2H, m). 

12b) 2-^)V-5-(2-^^)l-l-¥^7z?-)V)-1 5^/[l,2-a]tfU^> • 

if 

^M^J12a) ^StlfeS-W-Ctert-^h^^^x^-S-^^-l-t!^^^ 
-;W-2-^^;W^^V[l,2-a] t!Uv>(8.62 g)£«JfU»(21.4 mL)fcjD^> S 

iaT2o^ra*^s^fc. S)S»tfc:x^y-;K85mL)sjin^ #e>nfc?i^ti£M 
;kio mDTtfc^ mimmv^ mm\&m 6.33 g 0Kw:o£^£f§ii£ 

l/Tlfc. NMR (D 2 0) 5 1.48 (3H, d, J = 6.6), 2.58 (3H, s), 3.08-3.20 (1H, 
m), 3. 23-3.43 (1H, m), 3.49-3.77 (4H, m), 3.77-3.93 (1H, m), 7.09 (1H, d, 
J = 7.6), 7.59 (1H, d, J = 8.8), 7.77 (1H, s), 7.89 (1H, dd, J = 8.8, 8.0). 

1 2c) 5- [4- [3- [ (6-# n u-i-±y^)V) x;P#x;W y°u t!^*x;W -3-;* <?)V-\- 
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7 V-)V] -2-* ^ yv" [l , 2-a] tf U v> 

mnm i 2b) ti# b ntz i-* t-jv-s- (3-* tf ^ 5 v ~ ;w -r 5 *v 

[1, 2-a] tf U • -mm*l(0. 91 g)^^^f!jllc) ^JifcLTMIHte^ 
1.01 g (JR*S 66J0§aa^fiJ»*i:bT#fc. NMR (CDC1 3 ) 6 1.41-1.65 (3H, m), 
2.48 (3H, s), 2.67-3.01 (3H, m), 3.01-3.17 (1H, m), 3.17-3.48 (3H, m), 
3.48-3. 93 (2. 5H, m), 4.13-4.34 (0.5H, m), 4.43-4.58 (0. 5H, m), 4.77-4.97 
(0.5H, in), 6.22 (1H, d, J = 7.4), 7.14 (1H, dd, J = 8. 8, 7.0), 7.31-7.35 
(2H, m), 7.52-7.68 (1H, m), 7.90-7.98 (4H, m), 8.49 (1H, br). 

1 2d) 5- [4- [3- [ (6-£ n n-2-j~7?-)V) y°u tf ^x;M ^)V-\- 

k^7yr:;i/]-2-^?K 5 ^VCl, 2-a] tf U *J> ■ 

mnmuc) t# s ntcs- [4- [3- [ (6-# n u-2-±y j-M x;P*x;i/| 7°n h^- 
^;W-3-^^;v-i-h°^^^z:;w-2-^^;w^^V[i,2-a]tf U^>(0.61 g)^ 

£>^J60!lld) i:lW|«^LTMIB{^t) 0.51 g (JR#98X) ££l&ift5fc<£: bT#£„ 
NMR (DMSO-d 6 ) 6 1.09-1.43 (3H, m), 2.51 (3H, s), 2.56-3.04 (3H, m), 
3.04-3.36 (2H, m) , 3.36-3.61 (2H, m), 3.61-3.90 (2.5H, m), 4.11-4.42 (1H, 
m), 4. 48-4. 69 "(0. 5H, m), 6.93 (1H, d, J = 7.4), 7.61 (1H, d, J = 8.4), 7. 74 
(1H, dd, J = 8.6, 2.0), 7.84-8.04 (3H, m), 8.16-8.27 (3H, m), 8.67 (1H, 
br). LC/MS 511 (M-HC1). 

H5&M13 

5- [4- [3- [ (6-^7 n u-2-±y^-)V) x;i/* y°u tf -l-tf 

]-2-tFD^ 5F;i/-f S^VCl, 2-a] tf U V > 

13a) 5-[4-(tert-7>^^;^r:;W-l-^^^v-;i/]-2-Xb^r^;Vfc;i/ 
-T ^V[l,2-a]tfU^> 

5 _/7 pn-2-X h+^;^;H5^/[l, 2-a] tf U v>(12. 0 g) £VU? 
X46.0 g)^7-fehXhUJK200 iDfcftl*., T;i/^>l?ffl^TT72l^fS51^L 
/to II^SEfiU ae*fcl*(250 nL) Sim*.* ^nn^;i/A(250 nL)"Tffl 
tBbfcio tttiittSlfeftl^t7K(200 mL)T#n?#U MtKM^^^^AT^^ 
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10:1)TMMU MfB^tf 17.2 g (W86%) LT#fco NMR 

(CDC1 8 ) (5 1.43-1.51 (12H, m), 2.98-3.17 (4H, m), 3.58-3.85 (4H, m), 4.47 
(2H, q, J = 5.7), 6.36 (1H, d, J = 7. 2), 7.22-7.28 (1H, m), 7.46 (1H, d, 
J = 10.8), 8.16 (1H, s). 

13b) 5-[4-(tert-7>^r^;i/^n;W-l-tf^7^;W-2-b Fn^y^^iH 

^V[i,2- a ]try^> 
• ^0!li3a)T#6nfe5-[4-(tert-^h^v^;v^-;W-i-tf^^^ri;W-2- 

Xh^^MxMS^/[U-a]H Uv>(8.26 g) <DX^ /-;i/(80 mL)« 
fcW*Kte^hUtfA7kjgB*(5.5 bDSJD^L, Sja*T?30^|Bl3&^iBiffc. 

mDTttmUTCo ?*z/V Jgifll&Mfflg^U # 

BtlfeBMtltl. 0 >-THFft^©THF^?t(68. 2 mL) £tra^LT\ T)Pxf 

^ct> s»Tii^W3&^Mi?fc. (300 mu \z&g&fr, ^^mmm 

TpHl-2^Hi5L^ ^$£^Tll$r^#iIiffc. ^tf^8N7K^b^h 
U^A7K^TpH10-ll»i5Lfe^ S^X^;Kl50mL)Tf^mbfec 

»^7j<(ioo mD-m^u m*mm.*?tf*>'y&T«m,m%k, 

LTco Mtl^y U *^JI/* 7 A (giiil ; ffiX^WWx^/x^ ; - JV 
5:l)T?«f«U MfB^tl 4.77g(JK#65»£B&H#£LT#fc. NMR (CDC 1 3 ) 
5 1.44 (9H, s), 2.94-3.10 (4H, m), 3.51-3.67 (4H, m), 4.61 (2H, d, J = 
5.4), 5.16 (1H, t, J = 5.4), 6.41-6.45 (1H, m), 7.21-7.24 (2H,.m), 7.60 
(1H, s). 

13c) 2-fc Fn^^^^;i/-5-(l-tf^7^x;W-r$^V[l,2-a] tf>J^>-x*M 
*»J13b) T# & tlfc5- [4- (ter t-y b*z/% ;M^x; W -1- tf^ 9 yXJW -2- 
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hFP^v^;W^V[l,2-a]fc°Uv>(3.99 g)£ft£K(20 mL)fc^U 
^jaT20^ra^#Si?feo ^#KCX^y-;K50 nL) <h2-7 o P/V-JK50 mL) 

©^tisin^., #rtHL;fe:*§*&3flfcU 2-7°nAV-;KiomL)<hv : x^;i/x- 

x;K20 mDT^tm MffiP&BIU HfB^tl 3.66 g (JR*99.8%) &g&ftH 
tbtifc, NMR (D 2 0) <5 3.41-3.56 (4H, m), 3.56-3.68 (4H, m), 4.90 (2H, 
s), 7.03 (1H, d, J - 7.6), 7.58 (1H, d, J = 9.2), 7.84 (1H, dd, J = 10.6, 
7.6), 7.93 (1H, s). 

13d) 5-[4-[3-[(6-^PP-2-^y^;i/)X;l/^x;V]7 0 Pti 0 ^x;l/]-l-b 0 ^7^X 

mmm 1 3c) t# b nrc ^;u-5- a- tr ^ >>x;i/) >r 5 

[i, 2-a] t° u v> • riiKo. 92 g) & zmnmic) hmmzhxmmt^m i. w 

g(» 89%) UT#fc. ^nS7«feh>-X^/-;^6|gftfl5U 
Mf2^t)©a-fe^ 0.77 g (@W68»S#fc„ NMR (CDC1,) 6 2.88-3.18 
. (6H, m), 3.56-3. 92 (6H, m), 4.88 (2H, s), 6.27 (1H, d, J = 7.4), 7.19 (1H, 
dd, J = 9.2, 7.4), 7.37 (1H, d, J = 8.8), 7.52 (1H, s), 7.57-7.63 (1H, m), 
7.94-7.98 (4H, m), 8.49 (1H, br) . LC/MS 513 (M) . 
Tt^frffim C 25 H 25 C1N 4 0 4 S t LT 
ff-^# {%) : C, 58. 53; H, 4.91; N, 10.92 
(%) :C, 58.40 ; H, 4.84; N, 10.78. 

^»!J14 

5- [4- [3- [ (6-^7 n d -2-j- y ^;i/) x ;i/*x; W 7°n H sfxj W -3-* -r 1 - 
tf ^ 7 ^x;W -2-^ $ ^7* [l , 2-a] tf U V s > 

^JS0!l32T#fc5- [4- [3- [ (6-2 p a ~2-i~y^) X;V*x;i/] 7°P h!^x;i/ 
]-3-^;V#^^-l-h°^^^x;W-2-^^;W ^^V[l, 2-a] t:Uv> (0.50 g)#> 
S^»!j8i|f]afcbTMf2^tl 0.22g(JK*49»*tlfit»5fc2:bT#fc. NMR 
(CDC 1 3 ) 5 2.56-5.80 (12H, m), 6.26 (1H, d, J = 7.2), 6.80 (1H, br), 7.14 
(1H, dd, J = 7. 2, 9.0), 7.44 (1H, d, J = 9.0), 7.61 (IE, dd, J = 9.0, 1.8), 
7.66 (1H, d, J = 1.5), 7.89-7.99 (4H, m), 8.38 (1H, s), 8.49 (1H, d, J =' 
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1.5). 

7C*##f#[ C 26 H 26 C1N 5 0 4 S- 0. m 2 0t LX 

Steffi {%) : C, 56.88; H, 4.96; N, 12.76 

$mm (%) :C, 56.58 ; H, 5.16; N, 12.46. 



5- [4- [3- [(6-^7 p u-l-j-?^)V) X)V*~M 7°n -i-tf^5?x;i/ 
]-3-X hP-f^V[l, 2-a] tf U v> 

15a) 5-[4-(tert-7>^v^;Pfc;W-l-tf^7^;W-3-r:hD-f 
[l,2-a]k°U^> 

l-Boc-tf^^>(14.0 g) i:N-X^;i/v^ yyntr;i/7^>(25.9 g)01-7°D 
AV-;K300 mL) mfc^S-P n P-3-X h D-f $ ^y* [1, 2-a] t: U v> (9. 88 g) § 

/-Jl/^&lg^LTMIB^tl 17.4 g(W67%)$^-fe|g^i:bT#feo NMR 
(CDClj) <5 1.47 (9H, s), 2.50-3.40 (6H, m), 3.54-4.25 (2H, m), 6.67 (1H, 
d, J = 7.6), 7.50 (1H, d, J = 8.3), 7.59 (1H, dd, J = 8.3, 7,6 ), 8.49 (1H, 
s). 

15b) 5-[443-[(6-^nD-2-t7^WX^toW7 0 Uk o t-iW4-kX7yZ 
M -3-X h p-r ^ ^V[l, 2-a] tf U P> 

mmm 1 5 a) & n%5- [4- a er t-y h 3^>#;i,^x;i/) -1- tf ^ ^ ; w -3- 

X h P-f ^ [1, 2-a] k° U y?> (17. 4 g) CD^ y* -;]/ (300 mL) ^^^4N^b7K* 

&nfc^ti§x^/-;^sig^bbT^'fe^©3-xhP-5-(i-b 0 ^^^x 

JWl , $^V[l > 2-a]h°'Jy>'rIiI 16.0 gCMlft) £#fc 0 3-XhP-5-(l- 

y-JW^f 2-a] tf U v> • x*gmtl(9. 61 g) ©Tir hx h U )V 

(300 mL)MMfeDBU(9.13 g) Ifitl 0 #GS|j&^2i1f fc 0 3-(6-^PP 

-2-^y^;WX;V*x;V7°Pb 0 ^>m(8.96 g)^J:tXH0Bt(5.51 g) ZMZ, 0°C 
fC^Ufec £ OM^mz h U X^;i/7 ^ >(6. 07 g):J3cktfWSC(6.90 g) £ Jtl^L 

MT2 sr^^^iffco Mswit, #&tife^#/^io%^^hu 
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ithxmBit^m 9.95 gmmm^m.nmmthxmz 0 nmr (cdci 3 ) <5 

5 2.60-3.10 (5H, i), 3.10-3.95 (6H, m), 4.35-4.65 (1H, br), 6l 66 (1H, dd, 
J = 7.4, 1.6), 7.51-7.66 (3H, m), 7.89-7.99 (4H, m), 8.48 (1H, s), 8.51 
(1H, s). 

7t^fttirm C 24 H 22 ClN 5 O 5 S'0.1H 2 O tVX 
C, 54.41; H, 4.22; N, 13.22 
10 £SMi(%): C, 54.43; H, 4.47; N, 12.94 

3-7 5. J -5- [4- [3- [ (6-^7 p U-2-^V^)V) 7s)V&~)V\ 7°U -1- 
z?~M <i 5 9V [1 , 2-a] t? U *J > • -if g£*I 
is ^»J1 5Tt# e»nfc5- [4- [3- [ (6-^7 n u-l-^~7J-M 7°n 

;i/]-l-h°^^^-;l/]-3-nhn-r^^V[l,2-a]t: 0 Uv>(8.24 g), M7C^(4.36 
g)&<£0^fefr;Vv^£(3.55 g)^8 O%X^y-;K600 mL)i:N,N-^^^;i/^ 

M7n#A(4.36 g)^BMC5ir«Mlfco R*«*4ai**«WJIU, * 

m&m ; 1:20) tiiLm itx^i 

25 3 oftmfr^m^rco mmm^^v, sn^^tM, senbTHiafb^ 

ft 1.02 g WmiA%)&m&ffiMitLT&f£o NMR (DMS0-d 6 ) 6 2.70-3.10 (4H, 
m), 3.20-3. 36 (2H, m), 3.42-3.72 (3H, m), 3.82-3.94 (1H, m), 4.18-4.30 (1H, 
m), 5.00-6.20 (4H, br), 6.81 (1H, d, J = 7.0), 7.14 (1H, s), 7.48 (1H, d, 
J = 9.0), 7.61 (1H, dd, J = 9. 0, 7.0), 7.75 (1H, dd, J = 8.8, 2.2), 8.01 
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(1H, dd, J = 8.8, 2.0), 8.20 (1H, d, J = 8.8), 8.28-8.34 (2H, a), 8.68 (1H, 
s), 13.95 (1H, bs). 

7tmfttirfe C 24 H 26 C1 3 N 6 0 3 S-0. SAcOEt tLX 
fUNiOK): C, 50.67; H, 4.79; N, 11.72 
^mi&(%): C, 50.95; H, 4.55; N, 11.75. 



5- [4- [3- [ d-tert-^ h^#;wafci;p-5-£ d P-2-f > h u ;w 7° 

nh°^-;W-i-h 0 <^^-;W-2-hFn^v^^;W^^y , [l 3 2-a]b°U> ? > 

H»!ll3c) T#£ft&2-fc: H D^v^^;i/-5-(l-bf^^^-;l/)-r 5 :?V 
[1, 2-a] t!U -'=4fiaKa(0. 56 g)fr £>§H»!|3e) <h b Tlltefl^tl 0. 72 
g (W&Wi)&®M&Xfr*£lsTnfto NMR (CDC1 3 ) 6 1.75 (9H, s), 2.92-2.98 
(6H, m), 2.59-2.88 (4H, m), 4.11 (2H, t, J = 8.2), 4.87 (2H, s), 6.28 (1H, 
d, J = 7.0), 7.20 (1H, dd, J = 8. 8, 7.2), 7.37 (1H, d, J = 9.2), 7.46 (1H, 
dd, J = 9. 2, 2.2), 7.51-7.53 (2H, m), 7.65-7.66 (1H, m), 8.0 (1H, d, J = 
9.6). 

5- [4- [3- [(5-£ p P-2--T y H U;W x;i/^-;W t°p tf^n;W-i-tf^^^-;p 
3\J W 5 ^y* [1 , 2-a] b° U 5? > • £K& 
ll»J17T#&nfe5-[4-[3-[(l-tert-^h^^;^-;i/-5-^PP-2--r> 

H u ;w x;p*n;w 7°p fcf;t~;W -i-tr^5^n;w -2-t 5 ^ 

y i [i,2-a]tfu^xo.72 u)f)^mm^utw\mzvxmm^m 0.53 g ok* 

■ 

82»&SSKfiH#:tbT#fecNMR(DMS0-d B ) 5 2.85 (2H, t, J = 7. 4), 2.93-3.08 
(2H, m), 3.08-3.22 (2H, m), 3.22-3. 56 (2H, m), 3.56-3.81 (4H, m), 4.76 (2H, 
s), 6.99 (1H, d, J = 7.4), 7.17-7.18 (1H, m), 7.34 (1H, dd, J = 8.8, 2.2), 
7.53-7.63 (2H, m), 7.81-7.82 (1H, m), 7.91 (1H, t, J = 8.8), 8.08 (1H, s). 
LC/MS 502 (M-HC1). 
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Z-7^)V7 5 J -5- [4- [3- C (6-^7 n 7 7,)V^-)V\ 7°U tf^~;i/ 

]-l-tf ^z?-)V\-i 2-a] tf U 

^Mf!ll6T#e)tlfe3-T^7-5-[4-[3-[(6-^Dn-2-^-7^;WX;i'fc;i/]y 
nh°^;i/]-l-t°^^v-;i/]-f ^^V[l, 2-a] tf'J> ? > --^^(0.29 g)£>fcf 
U^>(5 mL)^H^7Xm(0.09 g)m\\X, MT5^^fHf&. 

*#/-)V/i?7UU*&> 1:2 0) T*t§gU llX^^^X^H-T 
fromMtfr B^MtfcLTWBfc&m 0. 20 g (JR*76J5) S*^*SSt LT#fc.NMR 
(CDC 1 3 ) 5 2.26 (3H, s), 2.38-2.88 (10H, m), 3.82-4.08 (1H, m), 4.54-4.76 
(1H, m), 6.40-6.49 (1H, m), 7.08-7.22 (1H, m), 7.43-7.62 (2H, m), 7.91-8.03 
(5H, m), 8.50 (1H, s), 10.19 (1H, s). 
7tmftm$. C 26 H 26 C1N 5 0 4 S-0.6H 2 0 thX 
It-ff ft): C, 56.49; H, 4.98; N, 12.71 
^HtOK): C, 54.60; H, 4.89; N, 12.45 

5-C4-[3-[(6-^nn-2-^y^;i/)x;i/fc;W7 0 nk°^--;W-i-tf^^^-;i/ 

] -2- (2-fc tf )\>) -f ^ [1, 2-a] tf U ^> • itM*! 

20a) 5-[4-(tert-7>^>'*;Pfc;V)-l-h 0 ^9> ? r:;i/]-2-(2-b 
Dtf;i/)-r$^/[l,2-a] If U v>&J;m-7-fe^;!/-5- [4- (ter t-y b 4^>#;]/^ 
-1- tf yXJl/] -f 5 ^/ [1 , 2-a] tf U v > 
^»!|48a)T#6nfe5-[4-(tert-^>^v^;l/fc;i/)-3-X^;i/-l-k°^^^ 
~;i/|-2-X h^->^;i/#-;i/-T 5 ^/[l, 2-a] tf U 5?>(7. 17 g) ©THF (60 mL) mWt 

WX^;K100 inDTitHLfc, »S^I^D^7j<(100 mL)T*fe#L&7K 
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^m^jS^mx^l/^^X^lz/X^/-^ 10:l)TJNf$gU 5-[4-(tert-^h 

^>#;i/#-;W -1- tf a 7 ^x;w -2- (2- b H tf;W >f 5 ^ V 

[i,2-a]tf»j> ? > 2.96 gmmi%)&tm&m'MtLT, 2-r±^)v 

-5-[4-(tert-yh^>^;i/^-;0-l-lf^^^-;W<$^/[l,2-a]t!U^> 
2.82 g(iK^45%) <h bTftlftl^ffco 

5-[4-(tert-^h^^;^n;i/)-l-tf^7^-;H-2-(2-t 
;0-T^^V[l,2-a]tfU> ? >: NMR (CDC1 3 ) 6 1.50 (9H, s), 1.69 (6H, s), 
2.99-3.13 (4H, m), 3.58-3.77 (4H, in), 6.29 (1H, d, J = 7.0), 7.18 (1H, dd, 
J = 8.8, 7.0), 7.36 (1H, d, J = 8.8), 7.44 (1H, s) . 
2-T-fe^;i/-5- [4- (t er t-y h^jUbtf—Jld -1- fcW y-JW -f ^ [1 , 2-a] 
b°Uv>: NMR (CDC1 3 ) <5 1.51 (9H, s), 2.73 (3H, s), 2.98-3.17 (4H, m), 
3.58-3.81 (4H, m), 6.37 (1H, d, J = 6.8), 7.27 (1H, d, J = 9.2, 7.2), 7.45 
(1H, d, J = 9.2), 8.13 (1H, s). 

20b) 2- (2- 1 H O ^ 1/-2-7U tf M -5- (1- tf U -f 5 ^> [1 , 2-a] tf U 

y • xnm^ 

^Ml20a) T#Stlfc5- [4- (ier t-^ h + - ;W -1- tf ^5 vXJV 

] -2- (2- 1 H tf;W -Y 5 *V [1 , 2-a] tf U *?> (3. 61 g) ^ 6^»J 

lb)t^#fcUTlSfafb'&* 2.87 g ORi*86*)&#fc. NMR (D 2 0) 5 1.74 (6H, 
s), 3.48-3.58 (4H, m), 3.58-3.67 (4H, m), 7.09 (1H, d, J = 7.8), 7.59 (1H, 
d, J = 9.0), 7.79 (1H, s), 7.89 (1H, dd, J = 9.0, 7.8). 
20c) 5- [4- [3- [ (6-^7 D U-2-jr7=f-)V) X)\/*~M 7°U tf *~M-l-V 
;W-2-(2-k Hn *z/-2-7u tf;i/M^£V[l, 2-a] tfU v> 

«flJ20b)T#e»tlfe2-(2-t: HD^y-2-7*P fcf;W-5-(l-fcf^$?x;PW 5 
^VCl, 2-a] tf U • =3fiS&£(1.00 g)^e»^»Jlc) tra«fcbTHSBfb-&«l 
1.15 g(W85%)§#7to NMR (CDC1,) 5 1.69 (6H, s), 2.90-3.19 (6H, m) , 
3.53-3.68 (2H, m), 3.68-3.94 (4H, m), 6.27 (1H, d, J = 7.4), 7.17 (1H, dd, 
J = 9.0, 7.2), 7.38 (1H, d, J = 9. 2), 7.43 (1H, s), 7.58-7.63 (1H, m), 7.92-7.98 
(4H, m), 8.49 (1H, s). 
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20d) 5- [4- [3- [ (6-# P U-2-j-y^)V) X)\sft-)V] y°U tt~M -1-k^ y 
;W-2-(2-t KP4^>-2-7°Pk;i/M 2-a] kU v> • limit 

HJS#!j20c) T# 6 nfc5- [4- [3- [ (6-# D U-2-^y^)V) X)]/ft~)V\ 7°p k# 
n;i/]-i-tf^^vn;W-2-(2-h Fn^^-t/ntf^H $^/[l,2-a]tf U >>> 
(0.86 g)^S^E»«ld)tW«fcbTH9Bfl2^«l 0.82 g(JR*89#) £#£o NMR 
(DMSO-d 6 ) 6 1.63 (6H, s), 2.82 (2H, t, J = 7. 2), 2.92-3.06 (2H, m), 3.06-3.20 
(2H, m), 3.44-3.82 (6H, m), 6.97 (1H, d, J = 7.4), 7.59 (1H, d, J = 8.8), 
7.74 (1H, dd, J = 8.8, 2. ), 7.83-8. 04 (3H, m), 8.18-8.32 (3H, m), 8.67 
(1H, br). LC/MS 542 (M-HC1). 

MMM21 

2-(^;wt^<;v^v^^;W-5-[4-[3-[(6-^nn-2-^-7^;i/)x;v*z:;W7 0 

p -i-k^^n;i/] -f $ 2-a] tf U v> 

2ia) 2-(*;wt^;v^v^^;w-5-[4-(tert-yh^^;i/fc;i/)-i-H^ 

75>-*H5^/[l,2-a]kU^> 

*»J13bm#6nfc5-[4-(tert-7>^ 
k FP^pWW $ ^/[l, 2-a] k U v>(4. 59 g) CQTHF (50 mQjgfflfc^ h U a P 
D7-kWV^7t- h (3. 12 g)SMTTFLlfc. ^£r#f£^MT20#» 

^jgiffcfk ii^iff^ifeo ^%^^^y-;K50mL)fc^u Mi* 

. U 7A(0. 19 g) ^inx.^TlBtr B 1^§Miffeo i&B|£S$JEES5^ a®*fc*(50 
mDSJP^ #PP#;i/£(100mL)T&fflL&o ttm^£f&*n^*(100mL)Ttfe 

;p*7AQSa}tt; ff»lWx^/-JP 10:l)T?»aiU ME^tl 3.52g( 
JR^68%) NMR (CDC1 3 ) 5 1.50 (9H, s), 2.97-3.14 (4H, 

m), 3.57-3.78 (4H, s), 4.84 (2H, br), 5.29 (2H, s), 6.30 (1H, d, J = 6.8), 
7.19 (1H, dd, J - 8.8, 7.0), 7.37 (1H, d, J = 8.8), 7.59 (1H, s). 
21b) 2- (7J ; Wt^E-f frtti'* ^)V) -5- (1- k^ y z?~)V) -i $ ?V [1 , 2-a] k ' J 
• Zl&fiBfcB 

^F!j21a)T#Snfe2-(T^y^;i/fc;P^v^^;W-5-[4-(tert-7>^ 
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- )V) -\-\ZUV~)V\ <i a 9V [1, 2-a] tf U S» (3. 00 g) ft ZmiMM 

lb) tmmizLxmtm^ i. 26 g mm\%)^^m^thx%r^ nmr (d 2 o) 

6 3.47-3.58 (4H, m), 3.58-3.69 (4H, m), 5.36 (2H, s), 7.07 (1H, d, J = 
7.6), 7.60 (1H, d, J = 8.8), 7.88 (1H, dd, J = 8.8, 7.6), 8.04 (1H, s). 
21c) 2- {tt)Vn=t^ )V^r^y^)V) -5- [4- [3- [(6-# P U-l-±y^)V) x;kfcx 

;W 7°n fcf^;H-i-tf^^^n;W-r 2-a] tf u v> 

^»j2ib)T#e>nfe2-(r^/^;vfc;^+x^^;i/)-5-(i-if^^v-;i/ 

) 5 [1 , 2-a] tf U v > • -illtit (1 . 05 g) j&> S HJfi^J 1 c) t bTUfBtf; 
%ik 1.04 g(W75%)^fifiiiitT#fCo NMR (CDC1 3 ) <5 2.88-3.18 (6H, 
m), 3.54-3.67 (2H, m), 3.67-3.93 (4H, m), 4.88 (2H, br), 5.29 (2H, s), 6.27 
(1H, d, J = 7.4), 7. 20 (1H, dd, J = 9. 2, 7. 4) , 7. 39 (1H, d, J = 9. 2) , 7. 57-7. 63 
(2H, m), 7.94-7.98 (4H, m), 8.50 (1H, br). LC/MS 556 (M). 

5- [4- [3- [ (6- a □ p -2-*r y 7s ~ ; H Vp tf ^ x M -3- ( * ^)Vts ) w ^ 

-l-H^^v-;W-2-^^-T^^V[l,2-a]tf'J v> 
^»j32T#fe5-[4-[3-[(6-^ P U-2-^y^)V) 7s)V*~M 7°U 
J-HK+M-W^^W-i-^K^!/^ 2-a] tf«J^> (0.40 g) £ 
WSCCO. 20 g)*<k«HDBt(0. 16 g) £DMF(10 mL) fcBMlU 40%^;l/T^ >?Jc^ 

(o. i g) &ira*xio#lHra>#2Si?;fclk h 0x^7^X0. 42 g) ^jtaxx^mn* 
20:i) tilt,, asix^- > ? x^;1/x-^;^6^^lt^ib^ 

% 0.22 g (JR*57JK)**»fit^tbT#fc. NMR (CDC1 3 ) (5 2.52 (3H, s), 
2.56-5.37 (14H, m), 6.20 (1H, dd, J = 7. 5, 1.2), 6.75 (1H, br), 7.08 (1H, 
dd, J = 7. 2, 9.0), 7.31 (1H, d, J = 8. 7), 7.61 (1H, dd, J = 9.0, 1.8), 7.90-7.99 
(4H, m), 8.14 (1H, s), 8.49 (1H, s) . 
7cHI#*Tffi C 27 H 28 ClN 5 0 4 S-0. 5H 2 0£: LT 



WO 2004/035579 



PCT/JP2003/013122 



70 

?HM (%) : C, 57.59; H, 5.19; N, 12.44 
(%) : C, 57.35 ; H, 5.22 ; N, 12.36. 



mmwm 

5- [4- [3- [ (6-^7 n n-2-^-y x;v*x;w 7°a tf #x;i/| -3- [2- u j-frj-if) 
x^;w #;w\^e< ;m - t 0 ^ 9 y^;w -2-* ^; w 5 [1 , 2-a] tf u > 

2- ?-)Vtt) X.^)VT 5 >(0. 1 8 g) 5, HSB0J22 1 LTUfB^tl 
0.32 g (iR$27%)§iM*ibT#fco NMR (CDC1 3 ) 5 1.83-5.61 (21H, m), 
6.22 (1H, d, J - 7.2), 7.03 (1H, br), 7.11 (1H, t, J = 8.1), 7.33 (1H, 
d, J - 9.0), 7.61-8.09 (6H, m), 8. 50-8.56 (1H, m). 
7tmfrffi{$. C 29 H 32 ClN 5 O 4 S 2 -H 2 O-0.5EtOAc£LT 
th^fi (%) : C, 55.06; H, 5.66; N, 10.36 
(%) :C, 55. 25; H, 5.67; N, 10.14. 



5-[4-[3-[(6-^un-2-^7^;Wx;i/*-;i/]7°ob^-;i/]-i-^^f/-;i/ 
]-2-(l-bFn^->x^;v)-<5^y[l,2-a]tfU> ? > • 

24a) 5-[4-(iert-7>^x^;^x;i/)-l-H^9v^;i/]-2-(l-hFn^vX5 r - 

;w-r ^^V[i,2- a ]tfu^> 

^f!l20a)T#Sn7t2-T^;W5-[4-(tert-yh^^;i/^x;W-l-b°^7 

>?x;i/j < ^ [i , 2-a] truv>(4.i3g)(Dx^y (50 mD mfc^mm O 
^hu^A(o.55 g)^urm^ m.mxi5ftmfr%m&rc&, ^jctKOoo m.) 

3. 95 g(xR^95%)^^^ t hbT#7Co NMR (DMS0-d 6 ) 6 1.44-1.63 (12H, m), 
2.94-3.12 (4H, m), 3.48-3.70 (4H, m) , 4.77-4.95 (1H, m), 5.21 (1H, d, J 
= 4.8), 6.41-6.45 (1H, m), 7.17-7.30 (2H, m), 7.54 (1H, s), 

,24b) 2-(l-fc Hn^^x^;W-5-(i-h°^^vx;i/)-r^^V[i,2-a3h 0 U v> • 2 
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H»]24a) T#e>n^5-[4-(tert-^h^^;i/^;i/)-l-t!^^^z:;i/]- 
2-(l-h HD^5/X^;W -f 5 ^V[l, 2-a] tfU v>(3. 46 g)#> ZmMMlW tMM 
\ZhXmUit-^m 2.87 g (JR*90%) NMR (D 2 0) 6 1.67 (3H, d, J = 
6.6), 3.47-3.56 (4H, m), 3.56-3.68 (4H, m), 5.25 (1H, q, J = 6.6), 7.08 
(1H, d, J = 7.6), 7.60 (1H, d, J = 9. 2), 7.87-7.93 (2H, m). 

24c) 5-[4-[3-[(6-^na-2-^7^;Wx;^-;W^nt!^-ri;W-i-tf^7^ 
;W-2-(l-b H P 3^>X^;W -f $ [1, 2-a] tf u^> 

ll»J24b)T#£ftfc2-(l-t H D # yX^jW -5- (1- tXy y^;W ^ 
[1, 2-a] tf U S» • -^m^ (0. 96 g) SgUfifllc) <h IWIIIfc bTSflBflS'&4& 1.12 
g(t$85%)§#fc„ NMR (CDC1 8 ) 5 1.66 (3H, d, J = 6.6), 2.88-3.19 (6H, 
m), 3.54-3.68 (2H, m), 3.68-3.95 (4H, m), 5.12 (1H, q, J = 6.6), 6.28 (1H, 
d, J = 7.4), 7.20 (1H, dd, J = 8.8, 7.4), 7.38 (1H, d, J = 8.8), 7.46 (1H, 
s), 7.61 (1H, dd, J = 9.2, 2.0), 7.90-7.95 (4H, m), 8.50 (1H, br). 
24d) 5- [4- [3- [ (6-# P U-2-±79-)V) X;V* ~ M 7°P b 0 ^"" M -1-tf^ =y y- 
)V\ -2- (1- h F n * i/xfjl/) -f ^ y V [l , 2-a] tf U 2? > • if Mil 

^»J24c) Tf#enfc5- [4- [3- [ (6-# P U-l-^7^)V) 7Jl/3frx;i/| 7°D tf^T 
x;W -l - tf ^ 9 vx;W - 2- (l-h F p * yxfJW -f 5 [l , 2-a] h° U v > 
(1.06g)^&^aiMld)t|^«lfcL/TlSfBfl3'&* 0. 83 g (4**73*) £88Ht6tfr5fc 
tttffc. NMR (DMS0-d 6 ) 5 1.56 (3H, d, J = 6. 2), 2.73-2.90 (2H, t, J 
= 7.6), 2.90-3.08 (2H, m), 3.08-3.22 (2H, m), 3.22-3.56 (2H, m), 3.56-3.83 
(4H, m), 5.07 (1H, q, J = 6.2), 6.11 (1H, br), 6.96 (1H, d, J = 7.8), 7.60 
(1H, d, J = 8.8), 7.71-7.76 (1H, m), 7.86-8.04 (3H, m), 8.18-8.32 (3H, m), 
8.68 (1H, br). LC/MS 529 (M+2-HC1). 



£060925 

5- [3- [2- (T±^)VT 5 / ) X5P;W * jwt^-r ;W4- [3- [ (6-# n P-2-^-y J-)V) 

7;;^x;W7°nh°^x:;W-i-b 0 ^^v-;v]-2-^^;w ^V[i,2-a] tfu^: 
^»J32T#fe5-[4-[3-[(6-^ p p-2-±7^;W 7°p tf^-x;i/ 
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] -Z-ftfytf^i/JV-l- tf U -2-* $ W [1 , 2-a] tf U y>(1.15 g) 
£WSC(0.58 g);fc < fctfBDBt(0.46 g)©DMF(10 mDJgSKtert-:/ 

x^i/>vT^xo.32 g)£hux^;i/X5>(i.oi g)ssn^, garciBiow 

20 : 1) T-ilbT, 7^ 0.11 g£ bT#fc 0 ItStlfcT^ F 

#(o.ii g )^i^(imL)fc^?b, ^M-ei^^^iiffco Kfomzmmmm 

tfUv J >(2mL)fc^U ^7KM(O.3mL)^Hx.T^Ti0#r B 1^#fiifTc: 

20:1) Tftsgu tixf^ - ^x^x-f 

bTMIB^t; 40mg(lRTO)^^^ibT#fe o NMR (CDC1 3 ) (5 2.38-5.31 
(21H, m), 6.12-6.33 (2H, m), 7.07-7.13 (1H, m), 7.25-7.34 (1H, m), 7.42-7.63 
(2H, m), 7.92-8.05 (4H, m), 8.49-8.53 (1H, m). 
7t H##r fit C 30 H 33 C 1 N 6 0 B S • 1 . 6H 2 0 • 0 . 4E t OAc t h X 
ff^S (%) : C, 55.07.; H, 5.76; N, 12.19 
£3HH (%) : C, 54.93; H, 5.60; N, 12.05 

^»!J26 

5- [4- [3- [ (6-^7 n u-i-^y^)V) X)Vi&-)V\ y°u tf rtx;W -3- (#;M^>^ 
;W*;w^-r;p-i-tf^^^x;w-2-^;w5^V[i, 2-a] tfu> ? >- h u yjv 

H»>J32T#fc5- [4- [3- [ (6-^7 p n-2-^7^;i/) XJVt^M 7°U \Zif~)V 
] -3-# *y-\ - M^y yxjW -2 - * 5 [1 , 2-a] tf U v Xl . 1 5 g) t 
WSCC0. 58 g)£>J;^HOBt(0.46 g)©DMF(10 nDi&BK^U vXer t-^^XXr 
(0. 33 g) % DBU(0. 30 g) h U X5^7 5 Xl. 01 g) ®DMF^(5 mL) 
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;i/^«x^;p/^y-;v 20: 1) vmULxr^ k# o.2ig&ffiM&&?£t 

bT#fc 0 #£>nfcy^ H# (0.21 g)$h'J7MD|f(l mL) £J§fl?L> 

m 50 mg («$4» $tfi^*fcbt#fe, NMR (CD 3 0D) (5 2.56 (3H, d, J .= 0.9), 
2. 66-5.35 (13H, m), 6.90-8.63 (11H, m). 
7C&##Hi C 30 H 29 C LF 3 N 5 0gS • 1 . 5H 2 0 • 0 . 3E t OAc t b T 
fUMK (%) : C, 48.95; H, 4.53; N, 9.15 
H$Hil (%) :C, 48.71; H, 4.36; N, 8.90. 

5- [4- [3- [ (6-^7 p D-2-t7f;W^M^W 7°n tf;f -3- [2- c* 

sj> - ;w x^;w # jv-i- tf ^ 5 y-jw -2-^ ^vm* ^ [1 , 2-a] if u v 
> 

^«J23T#fc5- [4- [3- [ (6-57 D 7,)V*~)V\ y°U tf^Xjl/ . 

] -3- [2- j-)V?-3r) x^;W #;w^-r ;i/-i- tf ^ 7 vxjh -2-^ $ ^ v 

[1, 2-a] tfU^XO. 24 g)i^^>X;i/^>M(0. 1 g)^DD^^>(7 mL)fc 
l«U 3-^nnii^m#M(70%; 0.1 g)Cy^7Dn^^>g$(3 iDSiiTJ 

VtitfJlJjyA (.2UUTk)V&/*$ 20:1—10:1) TttUhXW&tt&lfo 
60 mg »2«)§i^*tLT#fco NMR (CDC 1 3 ) 5 1.83-5. 55 (21H, m), 6.22 
(1H, d, J = 7.5), 7.11 (1H, dd, J = 9.0, 7.2), 7.32-7.38 (2H, ra), 7.61 (1H, 
dd, J = 2.1, 8.7), 7.93-8.60 (6H, m). 
TtMfttiTiii C 29 H 32 C 1 N 5 0 6 S 2 • 1 . 5H 2 0 • 0 . 6E 1 2 0 1 h X 
ff-JMt (%) : C, 52.55 ; H, 5.76; N, 9.76 
(%) : C, 52. 66 ; H, 5. 36 ; N, 9. 37. 



;»J28 
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5- [4- [3-[(6-^Dn-2-^-7^;i/)x;vfc;i/]ynh 0 ^--;i/]-3-[2-U^;i/x;p 
7 a x^;w ij;wt^E-r ;m- fcf ^ vx;w -2-* 5 [i , 2-a] t: u 

*MM23T#fc5-[4-[3-[(6-^nn-2-^7^;Wx;i/fc;wynt: 0 ^-x;^ 

[1,2-a] tf'Jv>(0.24 g)t^^>X;^>BI(0.1 g)Sy^/Dn/^>(7 mL) \Z 
l»U 3-£nn3B&Jg3Htt(70X; 0.1 g)»^na^^>M(3 mL)£^fiT 
JfifTb, gfiT?3l#W##igiffc. ^?tfc«^p^^«^- h U •? ATK^^Jn^. 
Tl^^itW^if fee £063fc£#BbK*?- h U #A*»»rtf?mU #M 

U*y;p*^A (^□D*M/^^ / /-Jl/ 20:1-^10:1) bTIlfE-fb'&tl 

70 mg (iRSp29X)**66t^*i:bT#feo NMR (CDC1 3 ) 6 1.83-5.58 (21H, m), 6.21 

(1H, d, J = 7.5), 7.12 (1H, dd, J = 9.0, 7.2), 7.34 (1H, d, J = 8. 7), 7.57-7.62 

(2H, m), 7.82-8.59 (6H, m). 

7n3H^*fH C 29 H 32 ClN 5 0 5 S 2 -2H 2 0-0. 6Et. 2 0t LT 

tUMt (%) : C, 53.07 ; H, 5.96 ; N, 9.85 

mmm (%) :c, 53.01; h, 5.54; n, 9.39. 



2- (N-Tiz^;uy 5/^ ?\>w -5- [4- [3- [ (6-# p p-2-^7^;1/) x;^x;h y'u 

29a) 5-[4-(tert-7>^v^;^r.;i/)-l-k°^^v : x;i/]-2-7^;i/-f ^ K^WP 
-f^^VD, 2-a]tf'Jy> 

»Ml3b)T#Snrc5-[4-(tert-yh^v^;^-;0-l-h°^^^-JI/]-2^ 
t HP^v^^W 5 ^/[l, 2-a] h° U v>(3. 32 g) <OTHF(35 nL) h»J7x 
-M7 7^>(5. 25 g) t7^M5 F (2. 94 g) ^JPx., MTTyX^l/7V~ 

v^;^^vi/-h(9. i BDsflTFb, ?i-&%^^Ti6Bfr»-t?iiffe 0 mm 

mL)t^X^;Px-T-;i/(5 mL)T^?m Mffi^b^fH^tl 3.32 g( 
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JRS*72%)*efiB#£l/r#fc. NMR (CDC 1 3 ) 6 1.50 (9H, s), 2.97-3.12 (4H, 
m), 3.53-3.78 (4H, m), 5.07 (2H, s), 6.26 (1H, d, J = 7.4), 7.14 (1H, dd, 
J = 8. 8, 7. 0) , 7. 35 (1H, d, J = 8. 8) , 7. 56 (1H, s) , 7. 67-7. 77 (2H, m) , 7. 84-7. 93 
(2H, m). 

29b) 2-T^/^^;V-5-[4-(tert-^h^^;i/fc;i/)-l-tf^^^-;l/]-r 5^ 
l/[l,2-a]fcfU^> 

^f!|29a)Tf#e>n^5-[4-(tert-7>^^;i/^;i/)-l-b°^^^ri;i/]-2- 
H^^;i/-r^^V[l,2-a]fc o U^>(6.70 g)©X*/-;K70 wL)&m 
-\kF^> ? >l7j<fPtl(2.1 mD^jjp^., l^MSfEbfe. ^b^MS^XU 

@#^x^/-;i/(50mL)T»ufeo ^mtm^^^xmmmu^, 

fflm^^^7K«T^v^ATra^ }§i&£MJEf&*U Hffift:^ 4.42 

g(f$92%)$Sfi@#:tbT#fc. NMR (CDC1 3 ) 5 1.51 (9H, s), 2.97-3.18 
(4H, m), 3.57-3.79 (4H, m), 4.05 (2H, s), 6.28 (1H, d, J = 7.2), 7.18 (1H, 
dd, J = 9.2, 7.4), 7.33 (1H, d, J = 8.8), 7.46 (1H, s). 
29c) 2-(N-T-fe^;i/T^7^^;i/)-5-[4-(tert-yh+~>*;l/fc;i/)-l-tf^^ 
X )V\ -f ^ ¥V [1 , 2-a] k° U v > 

^7i?=iM -1* 5 ¥V [1 , 2-a] If U ^>(1. 99 g) (D7± hX h >J ;K20 mL) h 

ux^;i/T^>(3.3mL), ^^t^tk^(i. i mD mwx, m^mm^w^ 

fe 0 #rffib&j&fc«&38tU 7-fehXbU;K5 mL)£X-^;K5 mDTi^m 
MEE«bTMIB^tl 1.97 gOK#88%)£Bftf^£bT#fco NMR (CDC1 3 ) 
(5 1.51 (9H, s), 2.02 (3H,'s), 2.98-3.15 (4H, m), 3.59-3.77 (4H, m), 4.59 
(2H, d, J = 5.6), 6.31 (1H, d, J = 7.0), 6.54 (1H, br), 7.20 (1H, dd, 1 
= 8.8, 7.0), 7.32 (1H, d, J = 8.8), 7.50 (1H, s). 

29d) 2- (N-T-fe^T 5 / * J-)V) -5- (1- fcf^ 5?x;W -f 5 ^ [1 , 2-a] tf U v 

y - -ffimm. 

»M29c)T#^nfe2-(N-Tir^;i/T^/^^;V)-5-[4-(tert-7>^v^;i/ 
#n;i/)-l-k°^7^x;W^^^V[l,2-a] tf'J^Xl.49 g)^6^««lb) <hP! 
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mizLrmmit^ 1.12 g m.m\%)^%r^ a nmr cd 2 o) <s 2.11 oh, s), 

3.48-3.59 (4H, m), 3.59-3.68 (4H, m), 4.67 (2H, s), 7.08 (1H, d, J = 7.6), 
7.60 (1H, d, J = 8.8), 7.87 (1H, d, J = 7.6), 7.92 (1H, s). 
29e) 2- (N-7ir^;i/T 5 / * =?)V) -5- [4- [3- [ (6-# □ U-l-^y^M 
] y'U tt-M-l-VUV-M* 5 yVll, 2-a] tf U 5» 
ll»!l29d)-T#e>nfe2-(N-Til^;V7^y^^;i/)-5-(l-b°^^^-;i/)^^ 

^vd, 2-ai hu> ? > --^^(1.04 g)frt>mmmic) tmmizLx, mmfc-s 

m 1.25 g(«90%)§#fco NMR (CDC1 3 ) 6 2.02 (3H, s), 2.89-3.18 (6H, m), 
3. 53-3.67 (2H, m), 3.67-3.93 (4H, m), 4.59 (2H, d, J = 5.4), 6.28 (1H, d, 
J = 7.0), 6.48 (1H, br), 7.21 (1H, dd, J = 8. 8, 7.0), 7.35 (1H, d, J = 8.8), 
7.49 (1H, s), 7.61 (1H, dd, J = 8.8, 2.0), 7.90-8.00 (4H, m), 8. 50 (1H, 
br). 

29 f) 2- (N-T-fe^T 57^ J-)V) -5- [4- [3- [ (6-# D U-2-^y^)V) y)l>*~)V 

] y'u h°^-;i/]~i-^^v-;i/]^ 5^V[i, 2-a] tfU v> • 

H»J29e) T# & nfc2- Ql-Tt^JlT ^J* J-)V) -5- [4- [3- [ (6-# D n-2-^ 

7^;i/) y°u tf^;W-i-tf^^^;i/] -r 5 ^V[i, 2-a] tf u v> 

(1.11 g)t)^mmmu) tmm\zhx, mm\&m o. 98 g(^83%)^efi^ 

tLX%tco NMR (DMS0-d 6 ) 5 1.94 (3H, s), 2.83 (2H, t, J = 7.4), 2.93-3.07 
(2H, in), 3.07-3.18 (2H, m), 3.31-3.79 (6H, m), 4.53 (2H, d, J = 6.0), 6.97 
(1H, d, J = 7. 2), 7.63 (1H, d, J = 8.8), 7.74 (1H, dd, J = 8. 8, 2.2), 7.91 
(1H, dd, J = 8. 8, 7.2), 8.01 (1H, dd, J = 8. 8, 2.2), 8.09 (1H, s), 8.18-8.32 
(3H, m), 8.67 (1H, br), 8.77 (1H, t, J = 6.0). LC/MS 554 (M-HC1). 



5- [4- [3- [(6-# n u-2-^y^-)V) x;i/5js -;w y°u tfrtn;w -i-^y-J-fr 

] -2- (n- h u yjv-t u rm-ivr % j * j-m -f ^ [1 , 2-a] tf u v > -mmm. 

30a) 5-[4-(tert-7>^^;i/^~;W-l-tf^^> ? -;i/]-2-(N-hU7;i/^-D7 
■fe^T ^ J * J-)V) -f $ W [1 , 2-a] tf U v > 
^FlJ29b)T#Snfe2-7^y^^;i/-5-[4-(tert-7> + ^;^-;W-l-t: 
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4 5 *V [1 , 2-a] tf U 5» (1 . 99 g) h X h U )V (20 mL) »«t^£ 

h U X^l/TS >(3. 3 mLh h U 7MnS|IfJHl. 43 mL) 

hU;K5«L)*Jn^., #6>nfc0#&51fcU ^x^x~x;K5mL)T^tm 
«BEiaftbTliflBft:^» 2.33 g(i»91%) §afiS#£ bT#£„ NMR (CDC1 3 ) 
5 1.51 (9H, s), 3.00-3.17 (4H, m), 3.59-3.80 (4H, m), 4.68 (2H, d, J = 
5.4), 6.34 (1H, d, J = 7.0), 7.20-7.35 (2H, m), 7.55 (1H, s), 8.15 (1H, 
br). 

30b) 5- (1 - tf ^ y 5?n;W -2- (N- h U 7)l>^ D 5 7 ;* -f 5 

[l,2-a]h°Uv>-xmm^ 
' »M30a)T1#e>nfc5-[4-(tert-7 ? h^^;P^x;W-l-t!^^vx;i/ 
]-2-(N-h'J7;V^nTiz^;i/T^/^^;W-r^^y[l,2-a] tf U^Xl.71 g) 

frzmmmiti tmmzisTmmik'Sm 1. 36 g (jk3S85%)&#&„ nmr od,o) 

5 3.44-3.57 (4H, i), 3.57-3.64 (4H, m), 4.79 (2H, s), 6.99 (1H, d, J = 
7.6), 7.55 (1H, d, J = 7.0), 7.79 (1H, dd, J = 7.6, 7.0), 7.95 (1H, br). 
30c) 5- [4- [3- [ (6-^7 D 7 J~)V) X;i^x;M 7°U tf ^ X )V\ -\~ tf ^ y i?X 

;i/]-2-(N- h U 7MD7t^75 /^^;i/)-T $ ^VD, 2-a] tf U v> 

^f!]30b)T#^nfe5-(l-tf^^^x;W-2-(N-hU7;V^UTir^;l/T^y 
;* -f 5 ^/ [1 , 2-a] k° U v 5 > • -mm. (1 . 2 0 g) £> £jg# i| 1 c) t |WJ# \Z b X 
sffiffi&to 1.37g(W92%)^e^^ibT#7to NMR (CDC1 3 ) 6 2.90-3.21 
(6H, m), 3.57-3.69 (2H, m), 3.69-3.94 (4H, m), 4.77 (2H, d, J = 5.6), 6.32 
(1H, d, J = 7.0), 7.20-7.36 (2H, m), 7.56-7.63 (2H, m), 7.88-7.98 (4H, m), 
8.50 (2H, br). 

30d) 5-[443~[(6^Dn-2-t7fJWXJl/*X'l/]7 0 Dk: 0 t^W-l-h^7^ 
M -2- (N- b U 7JI-* D7ir^75/^ 3-M <i 5 ¥V [1 , 2-a] tf U v>- 
^»!l30c)T#5nfc:5-[4-C3-[(6-^ DD-2-t7f;0XM^;W 7°U 

x;i/]-i-tf^^> ? x;W-2-(N- h u 7MD7-fefJl/75 y y $ *V 

[l,2-a]tf>Jv>(1.19 g)^6^»!jld)i:|R|^(c:LT^i5^tl 1.11 g(^86 
%)§fifi»ilt#fco NMR (DMS0-d 6 ) 6 2.83 (2H, t, J = 7.0), 2.93-3.08 
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(2H, m), 3.08-3.20 (2H, m), 3.54-3.78 (6H, m), 4.72 (2H, d, J = 5.2), 6.96 
(1H, d, J = 7.4), 7.64 (1H, d, J = 8.8), 7.74 (1H, d, J = 8. 8, 2.0), 7.90 
(1H, dd, J = 8.8, 7.4), 8.02 (1H, dd, J = 8. 8, 2.0), 8.16-8.28 (4H, m), 
8.69 (1H, br). LC/MS 608 (M-HC1). 

5- [4- [3- [(6-# D n-2-^7 J-)V) X)Vft~M 7°U ;W -3- (tert-7>^v 
*J»-l-^7^H"2-^JK5^[U-a] tf'J5>> 
31a) S^MD-a-^W $ ^^[1, 2-a] k° 'J y > 

2-7^ ;-6-y)Wrn tf y v> (J6#s, t- S Fo >, 2002^, H58#, p. 489 

) (5.61 g) t^WET± b>(%%; 7.0 mL)0X^y-;K5O mL) £%&18l$ffijl 

sel^. g^&MEE«ieb, s®tt*7KT?^bfco Kix^^^m m 
mzKm^- h y ^A*itT7JW y ttcife. smx^;v^m u ism?^^ 
tk«^ h y ^atwi, Mffi^MLTMB-fb^ 2. 1 g or* 28%) 

^fcbtifc. NMR (CDCI3) 5 2.49 (3H, s), 6.39-6.43 (1H, m), 7.12-7.20 
(1H, m), 7.35 (1H, d, J = 8.4), 7.41 (1H, s). 

31b) 5-[3-(tert-^>^v^;i/fc;i/)-l-b°^7vri;W-2-^^;W^^V 
[1,2-a] k°y^> 

^W>J31a) T#fe5-^;^D-2-^^;W 5 ^/tf >J V>(2. 0 g) ^ £>H»!| 
7a)t|W|tIfcbT®f3f^t/ 2.70 g (JR*6«) &%&mmthxmc 0 NMR 
(CDC 1 3 ) 8 1.51 (9H, s), 2.48 (3H, d, J = 0.6), 2.85-3.69 (8H, m), 6.28 
(1H, dd, J = 1.5, i0.5), 7.10-7.18 (1H, m), 7.28-7.41 (2H, m). 
3lc) 5- [4- [3- [ (6-/7 n u~l~^-yj-)V) x;i/^n;W y°u fc?;fr~;M -3- (ter t-y h 
^ -1 - b° A 5 v ~ ; W -2-^ ^; W 5 [1 , 2-a] tf U > 

M^J31b)T#fe5-[3-(tert-7>^v^;Pfc;W-l-lfA^5>X;W^$^V 

[i, 2-a] try vxi3. 9 g)frt>mmmn) tmmizLxmm^m 9. 50 gwmw 

) §i^tl/T#fc. NMR (CDClj) 8 1.47 (9H, s), 2.47-2.48 (3H, m) , 
2.72-5.16 (11H, m), 6.24 (1H, dd, J = 0. 9, 7.2), 7.13 (1H, dt, J = 7. 2, 
1.5), 7.32-7.50 (2H, m), 7.60 (1H, dd, J = 9.0, 1.5), 7.90-8.01 (4H, m), 
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8.49 (1H, s). 

TtWMfrm C 30 H 33 C1N 4 0 5 S-0. 5H 2 O-0. 2EtOAc<hbT 
Mil (%) : C, 59.31; H, 5.75; N, 8.98 
{%) : C, 59.21 ; H, 5.92 ; N, 8.79. 



5- [4- [3- [ (6- ? p n - l-ir 7 J-)V) X )Vft~) V\ 7° P tf -3-# 1 - tf 

^ ^ -2-p< ^ [1 , 2-a] tf 'Jy>- «^ 

il»J3iT#fe5-[4-[3-[(6-^nD-2-^^^;v)x;P^;wynif^-;p 

] -3- ( t er t-y h * -yts)Vt^)V) -1- tf 1? -2-* 3\>K ^ [1 , 2-a] h° 
U^>(3.0 g)3&i&^Jfi^l0i^fobTj8iaffe:'&* 2.80 g (IK3S975K) 
tiUTiL NMR (DMSO-d 6 ) 6 2.50-5.10 (11H, m), 7.00 (1H, dd, J = 3. 3 
and 7.2 ), 7.63 (1H, d, J = 8.7), 7.75 (1H, dt, J = 1.8, 9.0), 7.87-8.06 
(3H, m), 8.19 (1H, dd, J = 4. 2, 9.0), 8.26-8.31 (2H, m), 8.68 (1H, dd, J 
= 1.5, 8.1). 

7cSt#Df £ C 26 H 2 5 C 1 N 4 0 5 S • HC 1 • H 2 0 • 0 . 2 ac e t one t h T 
fflMt (%) : C, 52. 62 ; H, 4.85; N, 9.23 

mmm (%) :c, 52.90; h, 4. 90; n, 9.04. 



n 

5- [4- [3- [(6-^7 n 7°U tf;f-JW -3- (2-tf U *?)V) * 

^;^;wt^;i/-i-if^7^;w-2-^^;w^^V[i,2-a]h 0 u^> 

*»J32T#fc5- [4- [3-[(6-^7 p U -2-^y^)V) 7s)Vfc~M 7°U tt'Jl 
^-Z-lJ)V^^-\~\f.^-J-)V\-l-^)V^^n\, 2-a] tfU^> CI- 15 g), 
DBU(0.30 g)> WSCC0.58 g)^«fcrJsHOBt (0.46 g)©DMF(20 mL)^^2-tfP \))]/7 

^ X0.43 g)&tin?L ^TisBtr^^^iifTto Kmrn^mmmmtk, wm*.m 
x»6Sixw/^;^ 20:i) ^muhxmmk^ 0.49 g 
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m)&ffiM&B*£LT'&fco NMR (CDC 1 3 ) 8 2.44 (3H, s), 2.62-3.04 (3H, 
m), 3.21-3.88 (6H, m), 4.06-4.38 (2H, m), 4.57-4.76 (2H, m), 5.40 (1H, s), 
6.22 (1H, d, J = 7.2), 7.09-7.34 (5H, m), 7.60-7.98 (7H, m), 8.41-8.48 (2H, 
m). 

7tMfttitB C 32 H 31 ClN 6 0 4 S-H 2 0-0. 3EtOAci bT 
tf^il (%) :C, 59.02; H, 5.28; N, 12.44 
£fflH (%) :C, 58.95; H, 5.09; N, 12.17. 

mmwm 

5- [4- [3- [ (6-# DD-2-t7?;i/) tji^x;!/] 7°d tf^*-;w -3-x h*so&;v# 
x;p^^;i/-i-t 0 ^^^;i/]-2-^^;i/<^^V[i,2-a] tfUv> 

34a) 5- (3-X hlristDbtf-frt^V-l- t?^ 9 vXJW -2-* ^; W 5 ^y* 
[1,2-a] tfU^> 

tf ^ ^ v (14. 0 g) ^ s ifes&wa) t iwu§£ LTMtB^ti 

3.70g (W60%) S»'fen&3K*tbT#fc. NMR (CDC1 3 ) 6 1.21-1.31 (3H, m), 
1.72-3.44 (13H, m), 4.10-4.21 (2H, m), 6.23 (1H, d, J = 7.2), 7.12 (1H, 
dd, J = 7.2, 9.0), 7.28-7.31 (2H, m). 

34b) 5-[4-[3-C(6-^nn-2-^7^;Wx;^x;i/]7°ntf^x;i/]-3-xh^v* 

;M?x;M ?)V-1-\Z* 7 P-M -2-/^;K 5 ¥V [1 , 2-a] h° 'Jy> 

H»<j34a) T#fc5- (3-X h + x#;W^x;V;* 3VI/-1- ^ y-Jl/) -2-* 
-f 5^1/ [1,2-a] tfU^XO.15 g)^e»^»!j7b)i:^fcLTMH^tJ 0.18 
g mm2%) &%m&B*£LTW£o NMR (CDC1 s ) <5 1.18-1.30 (3H, m), 2.48 
(3H, s), 2.56-5.17 (15H, m), 6.23 (1H, dd, J = 1.3, 6.9), 7.14 (1H, dd, 
J = 7.2, 8.8), 7.27-7.36 (2H, m), 7.57-7.63 (1H, m) , 7.95-7.99 (4H, m), 
8.51 (1H, d, J = 4.4). 
TtmftffiM. C 29 H 31 C1N 4 0 5 S-0. 7H 2 0i:LT 
fMNt (%) : C, 58.47; H, 5.48; N, 9.40 
$mm (%) :C, 58.44; H, 5.56; N, 9.13. 
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5- [4- [3- [ (6-# p u-i-i-y^M x;i/^n;W y°u k°^--;w-3-h H n^vo^ 

;M - 7 -2-* W 5 ^/ [1 , 2-a] hf u 5? > 

35a) 5-(3-h HD^y^ M/-l-£^i?~;i/)-2-^;W 2-a] tfU v 5 

> 

7 v >-2-j* ? / (6. 82 g ) & & mmmia.) t nm\z hxmmt-^m 4. 0 

g (JR*83X) ^Miltlfco NMR (CDC1 8 ) (5 2.47 (3H, s), 2.65-3.76 
(11H, m), 6.25 (1H, dd, J = 0.9, 7.2), 7.12 (1H, dd, J = 7.2, 9.0), 7.23-7.35 
(2H, m). 

35b) 5- [3- [ (ter \-tt)V? U M**/) * 3\>W -l-kX7y-Jl/] -2-^ 
^;W^^V[l,2-a] t£US?> 

^»!l35a)T#^5-(3-tHn^v^^;Wl-b°^^^-;W-2-^^;K^^V 
[1, 2-a] tf U v>(2. 0 g) M 5^/-;K2. 65 g) ©DMF (20 mL)Mt^t-^;i/v 
DDy7>(2. 94 g) §in^.T2^^^MT^^^if fee S^^SMJBE 

^□□^A->^an^;i/A/^^y-;i/ 20:1) TIMS b TMIB'fb-a 1.25 g 
0R*43X) LTfffeo NMR (CDC1 3 ) 6 0. 00-0. 13 (6H, m) , 0. 85-0. 93 

(9H, m), 2.09 (3H, s), 2.47-3.76 (10H, m), 6.24 (1H, d, J = 7.2), 7.14 (1H, 
dd, J = 7. 2, 9.0), 7.25-7.32 (2H, m) . 

35c) 5- [3- [ (ter i-y^)^J^)V^ U )\,Or**s) * -4- [3- [ (6-# D U-2-± 
y^M X)lfc~M y°u hf^-jW-l-H^^^-jW^-^^W =i&V [1, 2-a] 

3- [ (6-^ n d -2-3-7 ?)V) x;i^-;W 7°n /\° >f? (1 . 04 g) , wsc (1 . o g) & <ktf 

HOBt (0. 80 g)©DMF(20 mL)^^»^35b)T#fe5-[3-[(tert-y^v^^;i/ 

5>u;i/^-» ^^;i/]-i-tf^7^n;w-2-^^;K 2-a] tf u 

(1.25 g)CDDMF (5mL) JgBftSJqfcT* mfcZ\mm*&m&1t. MJ«£Mj±?l 
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^;WA^^Dn*;PA/^^/— ;WO:l)TS»«bTllBBft'&«l 540 mg OD$£24JIS 
35d) 5- [4- [3- [(6-^7 U D-2-t 7f XJ^" JW 7°n t:t^l/]-3- h Hn^> 

^^;i/-i-tf^^^x;w-2-^^;w ^vd, z-a] tf u v> • 

^»!j35c)T#^5-[3-[(tert-y^;i/^^^vU;V^v)^^;i/ 

] -4- [3- [ (6-^ p n-2-^-7^;W 7°n fc!#x;W -l-tf ^ 5?- ;W -2- 

^V[l,2-a] fc°>J>>>(0.27 g)©T^h- h'j;KlO mL)}#?^\0 o CT 

(j§ffii ; Sixf^l^ixfjl//^ ^ ; 20:1) T?*t3gbT#e> 

^P^TMffiMLfco ^tJ^Mx^l/^S^^LT^ia^t! 120 mg 
0K#51X)£Bfif^£bT#fco NMR (CD 3 0D) 6 2.56 (3H, s), 2.68-4.59 (14H, 

m), 6.94-7.16 (1H, m), 7.50-7.67 (2H, m), 7.85-8.14 (6H, m), 8.56-8.58 (1H, 

m). 

TC^fttirM C 26 H 27 C1N 4 0 4 S-HC1 -1. 5H 2 0-0. 3EtOAc£bT 
ffftfti (%) : c, 52.95 ; H, 5.46 ; N, 9.08 
mMM (%) : C, 52. 75 ; H, 5. 62 ; N, 8. 83. 

2- (N-T-fe^y 5 y y ^)V) -5- [4- [3- [ (6-# p o-2-^7^;w x;i^x;n 7°n 

36a) 2-(N-Tii^T^yy^;W-5-[4-(tert-yh^v*;^x:;W-l-t: 0 ^^ 
5?x;W-Hnn-f5^;[l, z-a] tf U v> 

HODX^'>W5 F (0. 76 g) £ 2- (N-Tir^l/T 57^ -5- [4- Ctert- 
^h^^;^x;P)-l-H^'7^x;W-r$^/[l,2-a]b 0 U^> (1.6g) ©7n 
D/Js^A (12 mL) jjBfcfcin;^ ^TlP^r^^flif/co S^^^MtK^ 
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7kmm (20 mL) , ffiaf&X. (20 mL) T}li^f»U jteKiiV^J/^AT? 

)V 5 : 1-^1 : 1) TfjfSiLT, JBiBffr&W 980 mg (M?56 %) L 
T#fco NMR (CDClj) 6 1.49 (9H, s), 2,06 (3H, s), 2.75 (2H, t, J = 9.6), 
3.28 (4H, d, J = 9.6), 4.11 (2H, br s), 4.56 (2H, d, J = 5. 1) , 6.36 (1H, 
bs), 6.37 (1H, dd, J = 7. 2, 0.9), 7.15 (1H, dd, J = 9.0, 7.2), 7.30 (1H, 
dd, J = 9.0, 0.9). LC/MS 408 (MH + ). 

36b) 2- 5 / * ^)V) -5- [4- [3- [ (6-^ P U-2-±y^)V) 7,)Vifr~)l 

] y°n h°^-;w -i-tf^>?x;KI-3-^ n o-r ^ ^/[l, 2-a] tf u v> 

2- (N-7 W;V7 $ / ;* -5- [4- (ter t-7 h^-istUVtf—M -1- tf ^ 9 >?X 
;P]-3-^nn-T5^/[l,2-a]tfU^> (0.72 g) &«ai[»(io nO^Hn^LT^ 
b7t 0 Z<DmWi\ZJ:?J-)V (50mL) SriU^.. MJEMbfco ^tf£?WX^ 

JH&ife&U MflEfSj® LT2- (N-Tir ^-;i/T 5/^ 3^1/) -5- (1-fcW S?x;W -3- 
y p n< 5 ^V[l, 2-a] tf Uy> • X*»;^£6£@#:£ LT#fe 0 

3- [(6-^ n u-2-t7f;W XM-JW ^nA>i (0. 37 g) ©T-fehxMUP 
(10 mL) ^«^H0Bt-H 2 0 (0. 29 g) , WSC (0.36 g) ^jll^iPTL &ilT20 

^v-;i/)-3-^PP^5^V[l,2-a3h°U> ? > • X^M^ (0.57 g), DBU(450mL) 
^h'Jl^T$> (553 mL) Wfe hX h UUP (10 iL) »ift§Jn*.T\ & 
MT2^r»^Miffeo M^Mffi^Lfd^ MC^UD^Jl/A (100 mL 
) t?K (100 mL) £iJP7tfco #«Ji£#flfcU tSfn^7K (100 mL) &fc 
«iV 2f * v r> A "ffEfcll, jgtffc&«fflg£ L o ' B^tl S ^ U * ^iob 7 A 
(/7Un^;i/A/^^y-;V 5:1) TllStU ^DD^A/7thrh'JM 
&^^UTMfBfb^ 540 mg SBfiJBfttbTfcfc.. NMR (CDC1 3 ) 

(5 2.06 (3H, s), 2.67-2.78 (2H, m), 2.90-3.05 (3H, m), 3.28-3.38 (2H, m), 
3.55-3.64 (3H, m), 3.86 (1H, d, J = 15.0), 4.52 (1H, br s), 4.56.(2H, d, 
J = 4. 5), 6. 32-6.35 (2H, m), 7.16 (1H, dd, J = 9.0, 7.2), 7. 32 (1H, dd, 
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J = 9.0, 0.9), 7.59 (1H, dd, J = 9.0, 2.1), 7.90-7.97 (4H, m), 8.48 (1H, 

s). LC/MS 588 (MH + ) , 

Ttmfttitm C 27 H 27 C1 2 N 5 0 4 S thT 

tMM i%) : C, 55.10; H, 4.62; N, 11.90 

mmm (%) :C, 54.74; H, 4.71 ; N, 11.86. 

5- [4- [3- [ (6-^7 p u -2-i-y^)V) x;i/*x;K] 7°n tf #x;W -3- (# )vn^ jv) 

^7^]-2-^JK^y[l, 2-a] tf U i» 
37a) 5- [4- (t er t-^ h 4 1 v# Jl^x;i/) -3-X h * v# Jl^x;i/ tf ^ y 
P~)V] -2-* 9^;W ^V[l, 2-a] tf U 5? > 

l«diM34a) T#£ 5- (3-X h ^ *>#;i/#x;M F)V-\- tf ^ ^ ^x;W -2-^ ^ 
-f 5 [1, 2-a] fcf U ^>(3. 50 g)©x^y-;M50 mL) ^^X^-v-ter t- 

y^;K3.03 g)§iru ^Ti5^^^^i?feo Kmffi&msmmL, mm 
7m i- b u vis7kmmT%>ffi.h, tix?;n?iaibfe 0 ttm^*iafp^*fcKi? 

~>y#x>#9£ ; iix^Hfi6x^/^^y-;i/ 10:1) TMM 

bTj^fB^^tf 2.65 g (W57%)^||-fe^tl<hbTf#fc 0 NMR (CDC1,) (5 
1.22-1.28 (3H, m), 1.50 (9H, s) , 2.47 (3H, s), 2.65-4.77 (11H, m), 6.24 
(1H, dd, J = 1.5, 7.2), 7.10-7.32 (3H, m). 

37b) S-W-Ctert-^h^^^X^-S-^^^^^^P-l-tf^^^X^ 
] -2-^ ^ £V [1 , 2-a] b° U S> > 
H»!|37a) T#7c5-[4-(tert-yh^^;P^x;0-3-Xh^^;i/^x;i/^ 

^;M-tf^7^x;w-2-^^;W5^/[i,2-a]tfu^>(2.60 g)*immfc* 

hU^A(13mL)^J;DCx^y-;Kl0mL)^^?b, ^MT3P$[IB^£2Iif£ 0 Bi 

mux., #ftH#j£3#U ^fi<DzKT^#LTMIB^t) 1. 80 g (^74%) 
««iLT#fc. NMR (CD 3 0D) <5 1.50 (9H, s), 2.57 (3H, d, J = 0.8), 
2.70-3.60 (7H, m), 4.07-4.15 (1H, m), 4.78 (1H, br), 7.03 (1H, dd, J = 0. 7, 
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7.7), 7.53 (1H, d, J = 8.8), 7.86 (1H, dd, J = 1.0, 8.8), 7.92 (1H, d, J 

= 2.0): 

37c) 5-[3-(^;W^<;W^^;v-4-(tert-^>^v^;^-;i/)-i-h°^^v : - 

;w -2-^ 5 w [i , 2-a] tf y v y 

^7^-;W-2-^^;W $^/[l, 2-a] tfU y>(0. 56 g) tHOBt-NH 3 ^#:(0. 38 
g)£J;££WSC(0. 43 g) ©DMF (5 niL)|&$£4BI?g^T#£Mi?£o Sft^t/^M 

mm^jvxm^vxmm^m o. 37 g wmw) ie«tix#fe. nmr 

(CDC 1 3 ) 5 1,51 (9H, s), 2.48 (3H, d, J = 0.8), 2.64-3.05 (8H, m), 4.11-4.16 
(1H, m), 4.76 (1H, br), 5.40 (1H, br), 6.25 (1H„ dd, J = 0. 9, 7.1), 7.14 
(1H, dd, J = 7.2, 8.8), 7.27-7.37 (2H, m). 

37d) 5- [4- [3- [ (6-# D U~l-^y^)V) y°u tf 3r~)V\ -3- (# )vn^ 

-f )V) * ^)V-l- fcf ^ 7 5?~;W -2-* 5 [1 , 2-a] t:'Jy> 

»FU37c) T#fc5- [3- (^UWI^E-f ;]/) ;* 3^-4- (ter t-7 h^iJ)V^)V 
J-l-^r^^fWS^/Q, 2-a] fc!U ^>(0. 27 g) 5 mL) 

T#Sn§BM#I^DBU(0. 18 g) £3inATDMF(3 mL) fcjgflfcbjfc:. d©«S!l!S3-[(6- 
^DD-2-^-^^;Wx;^n;W7°nA o >m(0. 17 g), HOBt (0. 13 g)£J;^ 
WSC(0. 17 g)©DMF(5 mL) ^Px.T^MT15B#^^# Mfc„ SJ&M^t/£MJBi 

m&m-MM^)v~^BMx.^)v/*$ lo-.Dxmmhxmm^m 0.13 

g (JR*39X)*efit&*tbT#fco NMR (CDC1 3 ) 6 2.49 (3H, s), 2.67-6.10 
(15H, m), 6.22-6. 25 (1H, m), 7.07-7.38 (3H, m), 7.58-7.63 (1H, m), 7.85-8.00 
(4H, m), 8.51 (1H, d, J = 4.8). 

Tumfrtitlfe C 27 H 28 C1N 5 0 4 S -H 2 0 1 hX 

&NM (%) :C, 56.69 ; H, 5.29; N, 12.24 
(%) :C, 56.43; H, 5.68; N, 12.51. 
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mm^m 

5-[4-[3-[(6-^nn-2-t75 : ;WXJ^-JWynk 0 t-JW-3-(^5 1 JWJWt^ 
^WM-fc! <?z?~M-2-*^)V<1 =i Wlh 2-a] fc?U 

7^n;W-2-^^;w 5 ^V[l, 2-a] tf U 

[l,2-a]fc°U^>(0.56 g)£H0Bt (0.35 g):fe££KWSC(0. 43 g)£DMF(5 mL) Izfeffi 

UT> Hf3^^ 0. 37 g (W64%)^^^ibTt#feo NMR (CDC1 3 ) 6 1.51 
(9H, s), 2.48 (3H, d, J = 0.8), 2.64-3.43 (11H, m), 4.07-4.14 (1H, m), 4.76 
(1H, br), 6.24 (1H, dd, J = 0. 8, 7.2), 7.14 (1H, dd, J = 7.2, 8. 8), 7.27-7.37 
15 (2H, m). 

38b) 5- [4- [3- [ (6-^7 p U-2-j-y^)V) XJlft^M 7°P tt-M -3- F)V% 
)Vn^)V) ^fJH-t^7^JW-2-^?M^y[l, 2-a] tf U v> 

^»!|38a)T#fc5-[3-(^^;^;Wt^;W,^^;V-4-(tert-7>^v^;i/^ 
-;V)-l-H^7»]-2^fJK 2-a] H U^>(0.26 g)^6^«!j 
20 37d) (hUafcLT^fBfb-a-tJ 0. 12 g £&t^3fc£ LT#fc«, NMR 

(CDC1 3 ) 6 2.47 (3H, d, J = 2.2), 2.53-6.18 (17H, m), 6.18-6.22 (1H, m), 
7.09-7.38 (3H, m), 7.56-7.62 (1H, m), 7.93-7.99 (4H, m), 8.50 (1H, d, J 
= 7.8). 

' Ttmfrffim C 28 H 30 ClN 5 0 4 S-H 2 Oi:bT 
25 mm$. (%) : C, 57.38; H, 5.50; N, 11.95 

mnim (%) :c, 57.54; h, 5.46; n, 11.67. 

(+)-5-[4-[3-C(6-^nn-2-^7^;Wx;^r.;W^Ptf^r:;W-i-t:^^^- 
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;W -2- (1-tH D^yi^JW 5 [l , 2-a] tf U v > 

^^J24cT#snfe^ir5#©5-[4-[3-[(6-^nD-2-^-^^;i/)7 > ;U^r:;W 
7°nb°^--;W-i-tf^^^-;i/]-2-(2-h FD^x5P;i/H.^V[i, 2-a] tfU 

^>(0.18 g^^^&B^fflSJBV^HPLC (CHIRALPAK AS 4.6 mm x 25 mm, 
^tB^ ; A^it >/x^ / 70:30) T9fc3&$MWU 

bTUfB^tJ 80 mgOfe#«99. 9^±) ^^tLT#L NMR (CDC1 3 ) 
5 1.66 (3H, d, J = 6.6), 2.88-3.19 (6H, m), 3.54-3.68 (2H, m), 3.68-3.95 
(4H, m), 5.12 (1H, q, J = 6.6), 6.28 (1H, d, J = 7.4), 7. 20 (1H, dd, J = 
8.8, 7.4), 7.38 (1H, d, J = 8.8), 7.46 (1H, s), 7.61 (1H, dd, J = 9. 2, 2.0), 
7.90-7.95 (4H, m), 8.50 (1H, br). 

(-) -5- [4- [3- [ (6-# n u-2-*ty^)i>) 7ji^x;w y°u tf ;Tx;w -1- tf ^ 9 bx 

M -2-(l-h Hn^ 1 ->X^;0 -f 5 [1 , 2-a] tf U v > 

^»!|24ct# e> nfc ^ir ^f$©5- [4- [3- [ (Q-y d 7^;W x;i/3fcx;W 
7 0 ntf^x;i/]-i-h°^^> ? x;i/]-2-(2-t Fn^>x^;VK ^V[l, 2-a] tf U 
bXO.18 g)£^;i/fc@£>IB£^5HPLC (CHIRALPAK AS 4.6 mm.x 25 mm, 
^tB^;^it>/X^y-;|/ 70:30)Tft##SrJU XQ<Z)»m^©t«^<h 
UTUfB^t) 83 mgOfe^M^99. 9%^±) %tm&m^t LT#fc„ NMR (CDC1 3 ) 
5 1.66 (3H, d, J = 6.6), 2.88-3.19 (6H, m), 3.54-3.68 (2H, m), 3.68-3.95 
(4H, m), 5.12 (1H, q, J = 6.6), 6.28 (1H, d, J = 7.4), 7.20 (1H, dd, J = 
8.8, 7.4), 7.38 (1H, d, J = 8.8), 7.46 (1H, s), 7.61 (1H, dd, J = 9. 2, 2.0), 
7.90-7.95 (4H, m), 8.50 (1H, br). 

^»J41 

5- [4- [3- [ (G-y a x;^x;W y"u tf^x;W -3- (2- 1 Kn^>i 

J-M -1-tf^ vx;|/] -2-* 5 W [1, 2-a] tf 'Jy> 

41a) 5-[4-(tert-^h^v^;^x;i/)-3-(2-t: Kn^X^W-l-tM^X ■ 

; W -2-^ ^M* 5 W [1 , 2-a] tf U ^> 
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UV-M-t-tZ-M 2-a] b U y>(0. 75 g) ^1M#^>-THF^#: 

THF«(5 mD^LTO^Tin^L ^T2R#|!3^2Iiffc„ gjfcjfc***^ 

0.48 g (W7l)$M«tl/T#fco NMR (CDC1,) (5 1.52 (9H, s), 
1.80-4.57 (14H, m), 6.23 (1H, dd, J = 0. 9, 6.6), 7.13 (1H, dd, J = 6.9, 
9.0), 7.25-7.32 (2H, m). 

41b) 5- [4- [3- [ (6-# D U-2-±y^M y°u t?:t~;W -3- (2- b F P 

^ vXfjW -1-b^ -2-* ^ ^ v/ [1 , 2-a] b° U 5? > 

^M^!jT41a)Tf#fe5-[4-(tert-^h^v^;^-;W-3-(2-b Fo^yXf^ 
)-l-b^-7vr:;W-2-^^;W^^V[l,2-a]b o Uv>(0.48 g)ftt>mMMZlt 

mmzLTmm&m 0.15 g (jk*3i» siM*iLx#t nmr ccdci 3 ) 

(5 2.48 (3H, s), 2.70-4.85 (16H, m), 6.20-6.24 (1H, m), 7.11-7.35 (3H, m), 

7. 57-7.62 (1H, m), 7.91-7.97 (4H, m), 8.49 (1H, m). ■ 

5n##*ffll C 27 H 29 ClN 4 0 4 S-H 2 0£bT 

W&tm (%) :C, 58.00; H, 5.59; N, 10.02 

»JfS (%) :C, 57.74; H, 5.86; N, 10.31. 

5-[4-[3-[(6-^nn^t7fJW7M-JWynh«]-l-H^7» 
] -2- ^ >x;i/^-;i/7 -Y 5 [l , 2-a] b° U v > 

42a) 5-[4-(tert-^>^^*;i/fc;W-l-b^^v-;W-2-(N-^^>X;^- 
;i/T 5 / ;* -Y 5 ^ [i, 2-a] b U v > 
HStM29b) T#6»tlfc:2-T^/^5 : -;i/-5-[4-(tert-7>^r^;^-;W-l-b 
^^[1, 2-a] bUS?> (1.99 g)©THF(20 mL) Jgflfc'vfcffrTT? h U 
X^;|/T^>(3.3mL), ^ViT^b^^>x;i/^-;i/(0.56mL)§jjp^, rfl^£ 
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««&^U*y;V*^A«HJ«;l»x^/x^/-;i/ 10:1)T»«U MB 
fb^tl 2.11 gOR*91*)£e£B#£LT#fc. NMR (CDC1 3 ) 8 1.51 (9H, s), 
2.86 (3H, s), 2.97-3.13 (4H, m), 4.59-4.78 (4H, m), 4.52 (2H, d, J = 6.2), 
6.18 (1H, t, J = 6.2), 6.33 (1H, d, J = 7.4), 7.23 (1H, dd, J = 8.8, 7.4), 

7.39 (1H, d, J = 8.8), 7.54 (1H, s). 

42b) 2-(N-^^>X;^-;VT^y^^;W-5-(i-tf^^^-;i/)-r^^V 
[l,2-a]fcfU$?>-x£ffltSa 

mmnm) t# s ntcs- [4- a er t-y h^>#;i^-;v) -1- tr^>>x )v 

] -2- * - ;i/T S / * <i 5 ^ [1 , 2-a] hf U V >(1 . 64 g) jfc & 

^»Jlb)<t|W|^^bTMH{^% 1.32g (W86%) £#fc„ NMR (D 2 0) d 3.17 
(3H, s), 3.43-3.57 (4H, m), 3.57-3.68 (4H, m), 4.63 (2H, s) , 7.03 (1H, d, 
J = 7.8), 7.58 (1H, d, J = 8.8), 7.84 (1H, dd, J = 8. 8, 7.8), 7.95 (1H, 
s). 

42c) 5-[4-[3-[(6-^nn-2-^-7^;Wx;^x;wynt°^-x;i/]-i-h 0 ^^^- 
;W-2-(n-^^>x;^x;vt$ /^)V)^^Vil, 2-a] fcf Vz?> 
^»!|42b) T#£>tlfc2- (N-* $ >X ;i/^x;i/T ^ J * J~)V) -5- (1- tf ^ y ^X 

;w ^ *v [i , 2-a] h° vp>- -imm. (i . 1 5 g) ^ zmnmic) t mm\z ux, m 

mit&W 1.25 gOW85%)£6fi@#:tLTf#fc„ NMR (CDC1 3 ) <5 2.88 (3H, 
s), 2.90-3.17 (6H, m), 3. 53-3.68 (2H, m), 3.68-3.90 (4H, m), 4.52 (2H, d, 
J = 5.8), 6.27 (1H, br), 6.30 (1H, d, J = 7.4), 2.22 (1H, dd, J = 8. 8, 7.4), 

7.40 (1H, d, J = 8.8), 7.54 (1H, s), 7.60 (1H, dd, J = 9. 2, 2.2), 7.94-7.98 
(4H, m), 8.50 (1H, s). LC/MS 590 (M). 

5- [4- [3- [ (6-^ o xjl-fc-jV] y°u tf*x;w -l- ^ >x )i 

]-2-(N- h U y)V-*n*$ >x;i^x;i/TS J 2-a] tf U z?> 
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43a) 5-[4-(tert-^h^^5t;;P3i?-;W-l-lf^7$?— ;W-2-(N-hU 7)V*U* 
$ >X;i/*x;i/X $ 7 ^ >f $ ^1/ [1 , 2-a] tf U v > 

^M29b)T#&nfc2-75 7 7^;V-5-[4-(tert-yh^^;i/^-;i/)-i-h° 
^ 9 y-JW -f 5 £V [1 , 2-a] tf U 5? XI . 99 g) (DT± h X h U ;i/ (20 mL) mm^M 
fithUxW$>(3.3 mL), O^TN-7xn;UhU7;i/^-n^^>x;i/3jN> 

(50 mL)£ilJ;L S^mx^;i/(50 mDTiffllfc. &tii^£»c5»V^* >"7A 

X^/-;V 10:l)TftMU ^SB{b^ 2.45 g(lK^88%)^a^@#:ib,T# 
feo NMR (CDC1„) 8 1.51 (9H, s), 2.97-3.16 (4H, m) , 3. 60-3. 81 (4H, m), 4.64 
(2H, s), 6.34 (1H, d, J = 7. 0), 7.24 (1H, dd, J = 8. 8, 7.0), 7.43 (1H, d, 
J = 8.8), 7.55 (1H, s). 

43b) 5-(l-tf^^> ? x;i/)-2-(N- h U 7)VjrU*$>7,)V*-)Vr^ J *3MPH 

^ ^vci, 2-a] tf ijy>- zimmm 

H»!]43a) Tf#&nfc5-[4-(tert-y h^v^;u#x;W-l-b°^^^x;i/ 
] -2- (N- h U 7 )V-tU * $ >7n;1/^x;I/T 5/7 <i 5 ^V[l , 2-a] t!Uy> 
(1.85g)^e»«^!llb) ( hIfia^bT®SB{b'&^ 1. 36 g (W78%) SafiHtti: 
Hifeo NMR (D 2 0) <5 3.43-3.57 (4H, m), 3.57-3.68 (4H, i), 4.76 (2H, s), 
7.07 (1H, d, J = 7.8), 7.61 (1H, d, J = 8.8), 7.89 (1H, dd, J = 8.8, 7.8), 
7.97 (1H, s). 

43c) 5- [4- [3- [ i&-7 P U-l-^73-M X;^x;W 7°u tf rrx;k] -1- 9 y- 
;W-2-(N- h U >X Jl/*x;i/7 ^ J <i 5 ^V[l, 2-a] h°'J 

^M^J43b)T#^nfc5-(i-tf^^v-;w-2-(N-h»j-7;^n7^>7;;^x 

;vt ^ y ^ ^; w < ^/ [i , 2- a ] tf u v > • ( 1 . 3 1 g ) ^ s mmm ic) tm 
m\zhx, mm^m 1.42 gmm%%)^um^^.thx%tc 0 nmr ccdci 3 ) 

5 2.88-3.21 (6H, m), 3.54-3.68 (2H, m), 3.68-4.92 (4H, m), 4.65 (2H, s), 
6.33 (1H, d, J = 7.0), 7.25 (1H, dd, J = 8.8, 7.0), 7.47 (1H, d, J = 8.8), 
7.55 (1H, s), 7.61 (1H, dd, J = 8. 8, 2.2), 7.94-7.99 (4H, m), 8.50 (1H, 
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br). 

43d) 5-[4-[3-[(6-^nn-2-^7^;W^;i/fc;i/]7'nt:^-;W-i-h 0 ^^s?^ 
;i/]-2-(N- h U y)V*U*&>X)\,&~)VT$/*^)ld'{ 2-a] tfUv 5 

^»J43c) T# £>nfc5- [4- [3- [(6-# n U-2-^y^JV) X;WnX;M y°U \ZOr 

x;W -l - tf ^ ^ vxji/] -2- (N- hVyMu** yyjv^-jvr ^ j * ^)V) <i % 

yvll,2-a]HU^>(1.29 g))&> 5^6600 Id) t^fcbT«SB^;^» 1.12 g(JR 
*82%)Sfifit&*ibT#fco NMR (DMSO-d 6 ) <5 2.83 (2H, t, J = 7.2), 
2.92-3.06 (2H, m), 3.06-3.20 (2H, m), 3.55-3.78 (6H, m), 4.69 (2H, s), 6.95 
(1H, d, J = 7.6), 7.65 (1H, d, J = 8.8), 7.73 (1H, dd, J = 8. 8, 2.2), 7.90 
(1H, dd, J = 8.8, 7.6), 8.01 (1H, dd, J = 8. 8, 2.0), 8.18-8.32 (4H, m), 
8.67 (1H, br). LC/MS 644 (M-HC1). 

IW!I44 

5- [4- [3- [(6-^7 p u-i-^-yj-M X)\,Tfr-)V\ y°u tf^x;]/]-l-tM^>*x;i/ 
]-2-x h^>#;M^x;i/*^;i/~f 5 2-a] tf U z?> • WBM 
44a) 5-7MD-f5^;[l, 2-a] tf U ^>-2-fiX^I/ 

2-75;-6-7MdHU^> (5.0g) ^XSi-y UUT± hgj^X^ (7.2 
mL) ©X^/-;i/ (120 mL) »tt*12I^WJi»bfc. ^Mfc^bfc^ X*/ 
-;i/£MffiteLfc 0 ^#&fcf&f&^*&*ig$£ (100 mL) ZUq^ Mx^f- 
;i/ (100 mL x 2) TttfcHb&„ ttffifc£tSft&!fi7|C (100 mL) T?»U &fck®it 

tBtt; SMx^;p/^\^> 2 : 1 -^ilifJP/i^ J -)l> 2 0:1) TltSL 

, mm^m 7.0 g 0W71 %) tLxnito nmr ccdci 3 ) 5 1.30 

(3H, t, J = 7.0), 3.89 (2H, s), 4.22 (2H, q, J = 7.0), 6.42-6.48 (1H, m), 
7.14-7.26 (1H, m), 740 (1H, dd, J = 9. 2, 0.8), 7.67 (1H, s). LC/MS 233 (MH + ) 
44b) 5- [4- ( t er t-7> * z/% )Vtf=L)V) -1- tf ^ y -2- (X h + v# jP^X 

-i 5 ^ v [i , 2-a] tf u v 5 > 

^Mf!l44a)T#e>tlfe5-7;^n-r 5^VD,2-a] tf U y>-2-ilx^;K6. 4 
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g)<htf^^^> do. og) <Dm&&&3M£m&rf. ioo°cTiB#r»^Mi?fec 

KfoM&V9&§M.\zlfc%lLfc&, ^nn^;VA (200 mL) t7k (200 mL) 

JBEMSbfco »©X^;-;i/ (70 mL) ^^-^M-^-tert-^;!/ (6.6 

X3\JU (100 mL) tfc (100 mL) ZMtto »Ji£#mU ISfn^tzK (100 
mL) &7jcgEM^*5^AT$£&^ j**SE*«EEe*bfc. «S**^ 

U*^7A (l#ms ; @Mx^;^Mfmx5 : -;i//x^/-;i/ 10 : D Tflf 

Mb, JglEfb-^ 5.5 g (IR^49 ft) ^fii^tbT#fc. NMR (CDC1 3 ) <5 
1.30 (3H, t, J = 7.2), 1.34 (9H, s), 3.08 (4H, t, J = 4.6), 3.68 (4H, bs), 
3.88 (2H, s), 4.22 (2H, q, J = 7.2), 6.28 (1H, dd, J = 7.4, 1.0), 7.17 (1H, 
dd, J = 9.2, 7.4), 7.34 (1H, d, J = 9.2), 7.55 (1H, s) . LC/MS 389 (MH + ) 

44c) 5-[4-[3-[(6-^un-2-^-7^;]/)x;ix*x;wynk 0 rrx;W-i-b 0 ^^vx 
M -2-x h * ;i/sHx;i/;* =f;k 5 [l , 2-a] tf U v > • , 

^Mf!j44b)Tf#e»n^5-C4-(tert-7>^v^;i/^x;W-l-tf^9^x;i/]-2-( 
X b^^;V^x;^^;i/)-r ^^V[l, 2-a] t! U z?>(\. 5 g)#>£>H»!|36b) £ 
ra^fc LT5- [4- [3- [ (6-^7 d p-2-^-7^;W x;i/*x;i/] y°u tf^-x;W -1- tf ^ 

hVTWt* Z(Dmtm&®mx?-)V (30mL) fc&a>U 4MtttiiiX5 : 
(1.0 mL) SrJP^U ^T10^#fBiffc o tMtj£3ITxU StXfJk 

^x^;i/x-^;i/TJiS^#L.^ Mffi^LTMIBib-^ti 1.2 g (qmm) 

%&&mfc£VT%fc 0 NMR (DMS0-d 6 ) 5 1.24 (3H, t, J = 7.2), 2.83 (2H, 
t, J = 7.2), 3.00 (2H, br s), 3.12 (2H, br s), 3.61-3.70 (6H, m), 4.12 (2H, 
s), 4.17 (2H, q, J = 7.2), 6.96 (1H, d, J = 7.5), 7.65 (1H, d, J = 9.0), 
7.73 (1H, dd, J = 8.7, 2.1), 7.90 (1H, dd, J = 8.7, 7.8), 8.00 (1H, dd, 
J = 8.4, 1.8), 8.11 (1H, s), 8.19 (1H, d, J = 8.4), 8.26-8.30 (2H, m), 8.67 
(1H, d, J = 1.8). LC/MS 569 (MH + ). 
7xMftffi\& C 28 H 29 C1N 4 0 5 S • HC1 • H 2 0 • 0. 5Et0Ac t hX 
ffl-JMg (%) : C, 53.97 ; H, 5.44; N, 8.39 



WO 2004/035579 



PCT/JP2003/013122 



93 

HS'tfl (%) : C, 54.24; H, 5.35; N, 8.21. 

5- [4- [3-[(6-^nn-2-^-7^;i/)x;^-;wyD^^--;i/]-i-tf^^^n^ 

]-2-(2-b HD^yxfjl/)-f5^V[l, 2-a] fc: U v> 

45a) 5-[4-(tert-7>^v^;V^-;i/)-l-h°^^v-;W^5^V[l,2-a] tfUi? 

^ji$|44b) T# Stl7e5- [4- (ter t-7 h^Xfrtf—JV) -l-\ZUz?~)V\ -2- ( 
X h^Xfrtf-frtfrV) -f 5 9V [1, 2-a] tf U x> (3. 5 g) ©X^ 
(50 bL) ^^te^hU#A#jgfift (8.0 M, 2.2 mL) ^t\\7L, tfiT3W 

#^if^ 0 x^y-;i/£MEES*b;fc^ £an*;kk (100 mL) timmWY- 

(ioo mD ^sn^fe. ?«m»o< vt.mx, 7km&m3\zmwLtz a mmm 

<£OTxU M/KMv^v^ATlt;^ »&&«BE®*U ®fB^% 3.3 

g 0K4&92X) ^@fttlt#ifc, NMR (CDC1 3 ) 5 1.54 (9H, s), 3.10 (4H, 
t, J = 4.6), 3.70 (4H, bs), 4.02 (2H, s), 6.55 (1H, d, J = 7.4), 7.64-7.71 
(3H, c). LC/MS 361 (MH + ) 

45b) 5-[4-(tert-^h^vij;i/fc;W-l-t°^^> ? x;W-2-(2-t:Fn^^X^ 
;VW^V[l,2-a]h°Uv> 

^»J45a) Tf# 5 tlfz 5- [4- (i er \-f h * Jl^ ~ ; V) -1 - b° ^ 9 y-JW -f ^ 
^V[l,2-a]h°U;/>-2-M? (2.0 g) fcl.O M#7>-THF^©IHF»tt (16 mL 
) 1 B#P»^ii?fc 0 KJfcjg£«r§3cjC (100 mL) fc&ff, 

?immTpH^ i 1 nfw^mt^^^Wco mj«&in tru^t- h u # 

ATK^jftTpHllKliBffiU.ffflfcX^ (50mLx2) T^tBbfco fftm^£^7K$t 

txWx^/-;P 4 : 1) T»«U figB^tt 1.4 g O«80 X) 
0#tLT#fc o NMR (DMS0) 5 1.44 (9H, s), 2.85 (2H, t, J = 7.1), 3.01 
(4H, br s), 3.58 (4H, br s), 3.74 (2H, q, J = 6.5), 4.68 (1H, t, J = 5.4), 
6.41 (1H, dd, J = 6.2, 2.0), 7.19-7.21 (2H, m), 7.54 (1H, s). LC/MS 347 
(MH + ) 
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45c) 5-[4-[3-[(6-^nn-2-^-7^;Wx;^-;H7 0 nh 0 ^-n;H-i-h°^^^n 
M -2- (2- kFD^ yXfJW -f 5 ^1/ [1 , 2-a] b° U v > 

»M45b)Tt#e»nfc5-[4-(tert-yh^i/^;i/^-;^)-l-h°^7v-;V 
]-2-(2-hHD^vX^;i/)-f ^3 7 V[l J 2-a]lfU> ? >(2.0 g) ^61151^13 6 b) tM 
5 ^fcbTMfB{b-&% 1.5 g OOT62%)£a&«£LT#fco NMR (CDC1 3 ) 5 
2.96 (2H, t, J = 8.1), 3.04 (2H, t, J - 5.6), 3.13 (4H, br s), 3.60 (2H, 
t, J = 8.1), 3.73 (4H, br s), 4.00 (2H, t, J = 5.6), 6.29 (1H, dd, J = 7.2, 
0.9), 7.21 (1H, dd, J = 9.0, 7.2), 7.35-7.38 (2H, m,), 7.60 (1H, dd, J = 
9.0, 2.1), 7.61-7.95 (4H, m), 8.49 (1H, s) . LC/MS 527 (MH + ) . 



15 5- [3- (T±^)V7 ^ /) * <?)V-A- [3- [ (6-# p U-2-jr7 7,)V^~M 7°n tf 

*~)V\ -1- tf^ 9 y^JW -2-* 5 [1 , 2-a] tf'J v> 
46a) 5-[4-(tert-^h^^;i/^n;i/)-3-t FD^^^-l-tf^v^;!/ 
]-HfK^7[l, 2-a] tf 
H»J35 a) T#fc5- (3- kHP+y^ 3^]/-l- 1 0 ^ y *?—)V) ^ ;M* 5 ^ / 

20 [l,2-a]h°U> ? >(6.2g)^e 1 »Fl|37a)tIW]^^bTMfH^t/ 3. 6g (JR*41H5) 
§H«iLT#L NMR (CDC Is) 6 1.51 (9H, s), 2.37 (3H, s), 2.61 (1H, 
br), 2. 90-2.93 (1H, m), 3.29 (2H, d, J = 9.2), 3.64 (1H, d, J = 7.8), 3.88 
(1H, br), 4.04-4.18 (3H, m), 4.33 (1H, m), 6.18 (1H, d, J = 7.2), 7.07-7.26 
' (3H, m) . 

25 46b) 5-C4-(tert-7 ? b^v^;Pfc;i/)-3-^^;K$ V *^)V-\-W?z?-)V 
]-2-^M5^/[l, 2-a] M U v> 

7^;k^H(i.36 g)trv/5?*;w^>»^yyDtf;K4.68 g)&j;a>u 

7x^MX7^f X2.42 g)O^nD^^>(90 mL)^£0'CT15#|!aa^jl 
Wc^^JIW6a)T#fe5-[4-(tert-7>^^;^ri;i/)-3-bFD^^^;P 



10 
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-l-h°^v-;i/]-2-^;i^^VCl, 2-a] t£U >*>((). 80 g)0^DD^> 
^(10 mL)Sinx.T0°CT2B#F^ ^MT4B#p B ^i^iffc 0 M^^mM7J<^ 

I«lfJHll^/^;-J]/ 20:1) T^LT^fB^t) 0.65 g OK 
^59%) §H^^tltbT#7to NMR (CDC1 3 ) 6 1.08 (9H, s), 2.50 (3H, s), 
2.67 (1H, dt, J = 5.4, 9.0), 3.10 (1H, dd, J = 3. 0, 12.0), 3.37-3.74 (4H, 
i), 3.96-4.90 (3H, m), 6.25 (1H, d, J = 6.9), 7.14 (1H, dd, J = 7. 2, 8.7), 
7.31-7.87 (6H, m). 

46c) 5-[3-(T-fe^;PT^y)^^;W4-(tert-yh^v^;V^^;W-l-h°^7^ 

x;W -2- * ^; w ^ [i , 2-a] h° u v y 

»f!l46b)Tf#fe5-[4-(tert-yh^^;^n;W-3-7^;W5 FpWP-i- 
kf ^ y v X )V\ -2-^ :P;M ^ ^V* [1 , 2-a] If U (0. 65 g) <t&*k F ^ z?> 

(p.25mL)©X^y-;Kl0mL)^§5NFWMSl£bfeo tJrm#/£-3*U 
JBta«bfeo ^tJ^THF(5mL)^ML^ h! U v>(l. 5 mL)£J;lKM7.kM(0. 5 

MlBMLfc, M$yUA^;i/*7A (^ffi?^ ; «x^;^S1«x^;i// 
^/-^ 5:1) TSigLTlIfBfb^t/ QA2gwmn)%n&mvtmtLT% 

fco NMR (CDClj) <5 1.50 (9H, s), 1.99 (3H, s), 2.47 (3H, s), 2.69 (1H, dt, 
J = 3.0, 12.0), 2.99 (1H, dd, J = 3. 0, 11.4), 3.20-3.50 (4H, m), 4. 00-4.52 
(3H, m), 5.90 (1H, br), 6.22 (1H, dd, J = 1.0, 7.2), 7.12 (1H, dd, J = 6.9, 
9.0), 7.25-7.32 (2H, m). 

46 d) 5- [3- (T-fe^il/T ^ / ) ^ ^;i/-4- [3- [ (6-^ p U -2-^y^jv) x;i^x;W 

7°n h 0 «] - l- kX7»]-2-/ W 5 [1, 2-a] f 'J y > 

^»!j46c) T#fc5- [3- (Xir^KF 5 / ) * (t er t-fb * JV^^Jl 

)-l-tf^^vxJW-2-^^;W^^V[l,2-a]h 0 U v>(0.41 g)frBmMMZU) 

tmmzhxmmt^m 0.21 g wmm §i«tiT#fc. nmr (cdci 3 ) 

<5 1.83-4.90 (19H, m), 5.93-6.46 (2H, m), 7.16-8.00 (8H, m), 8.48-8.53 (1H, 
m). 
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Ttmtttirm C 28 H 30 C1N 5 0 4 S • 1 . 3H 2 0 -0. 3DMF tVX 
ffftMt (%) :C, 56.59 ; H, 5.70; N, 12.10 
(%) :C, 56.41; H, 5.59; N, 12.37. 

5- [4- [3- [ (6-^ n x;i/afc-;W y°n if^x ;W -l-tf 

]-2-(N' -X5^;i/^W F^;i/H^V[l,2-a]h°U^> 

47a) 5-[4-(tert-7>^v^j;^Zi;W-l-tf^7^-;i/]-2-(N' -X^l/^W F 

^ j-m -r ^ [i, 2-a] tf u p y 

^M29b)Tl#6nfe2-7^y^^;V-5-[4-(tert-yh^>'*;P^-;W-l-b 0 
^7z/~M <i $ [1 , 2-a] tf U ^>(2. 76 g) (DT-k h U ;K25 mL) }#$^ 
MTXfJK Vv7t- F (0. 73 mL) ^T15^^^Miffeo tlftHbfe 

«£3mU 7*fehnhU;K5 mL)<!:yX^X-fJK5 iDTtM, MJ£ 
I^LTlIfB^tf 2.88 g(W86%)$afe@#:tbT / #fc. NMR (CDC1 3 ) 6 
1.08 (3H, t, J = 7.0), 1.50 (9H, s), 2.98-3.12 (4H, m), 3.14-3.28 (2H, m), 
3.57-3.78 (4H, m), 4.51 (2H, d, J = 6.0), 5.25 (1H, br), 5.90 (1H, br), 
6.29 (1H, d, J = 7.2), 7.18 (1H, dd, J = 9.0, 7.2), 7.30 (1H, d, J = 9.0), 
7.51 (1H, s). 

47b) 2- (N' -X.J-)VuV-i F * -5- (1- fcf ^ v - ;W -f ^ ¥V [1 , 2-a] tf >J 
> • ^MMM 

^M47a)T#6tlfe5-[4-(tert-^>^v^;i/^x;V)-l-fc 0 ^^^-^ 
]-2-(N' -X^j^W H^^;i/)-f5^V[l,2-a]t:U> ? >(2.01 g)frt>mmM 

ib) tmmizLxmmit^ i.67g mmw%)%n-tc a nmr cd 8 o) s 1.11 (3h, 

t, J = 7.4), 3.17 (2H, q, J = 7.4), 3.46-3.57 (4H, m), 3.57-3.66 (4H, m), 
4.58 (2H, s), 7.04 (1H, d, J = 7.4), 7.58 (1H, d, J = 9.2), 7.84-7.89 (2H, 
m). 

47c) 5- [4- [3- [ (6-27 D U-2-j-? ^)V) TsJV^M 7°U tf rtx;W -1- fcM 7 y" 

M -2- (n* -x^;w# v< h ?< -r s [i , 2-a] tf u ^ >• 



;»!j47b) T# £>*lfc2- (N'-X^;V^7 W F ^ 5^;W -5- (l-k^7yXjI/) -f ^ 
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^/[u-a]h°'jy>- ~mmm\.n g)f)^mmmic) tmmzhx, mmfc& 

m 1.27 g(W87%)£6&@#:<hLT#fco NMR (CDC1 3 ) 8 1.11 (3H, t, J = 
7.4), 2.88-3.14 (6H, in), 3.14-3.30 (2H, m), 2.54-3.67 (2H, m), 3.67-3.89 
(4H, m), 4.51 (2H, d, J = 5.8), 4.91 (1H, t, J = 5.6), 5.47 (1H, t, J = 
5.8), 6.27 (1H, d, J = 7.2), 7.19 (1H, dd, J = 9.0, 7.2), 7.33 (1H, d, J 
= 9.0), 7.50 (1H, s), 7.61 (1H, dd, J = 8. 8, 2.2), 7.90-7.99 (4H, m), 8.50 
(1H, br). LC/MS 583 (M). 

5-[4-[3-[(6-^nn-2-^y^;wx;P^r.;i/]7°nt:^;W-3-^^;i/-i-t:^^ 

vx;W -2- hFD^^H^ W [1 , 2-a] tf U > 

48a) 5- [4- ( t er t-7>^ -3-^;P-l- tf ^ y P~)V\ -2-X h^> 

*i^-JH ^ ?V [1, 2-a] tf U v> 

5 _/7 nn-2-x [i, 2-a] tf U $»(n. 2 g) ti-^)V 
7^X50.0 g)©TirhxhU;K200 mL) j8»t£7;icf >£H£TT?72l$ra 
Mrjftbfeo ^S^MlEKb, ^tr^*(250mL)^iP^ # p (250 mL) 

-tert-^;Kl0.9g)^MT^Tb, ^TlPt^^^^if fe. }§j«£Mi£g£ 
U Sg*fc7K(200 mL)$rinA.> Mx^>]/(200 rnDTiffiLfco tttH*fc£ffiftl 
*^7jc(200 mL)T&#U MlY^y^ATM, 
««%&^U*y;P*^A(»tH«t;Sffllx^;i//^iJ'> 2:l)T*M9U SIB 
15.0g(JR*78^)*#Hfi|»5|ctL/T#fc. NMR (CD CI 3 ) 5 1.46-1.51 (15H, 
m), 2.68-2.87 (1H, m), 2.93-3.04 (1H, m), 3.18-3.30 (1H, i), 3. 30-3. 48 (2H, 
m), 4.01-4.15 (1H, m), 4.43-4.53 (3H, m), 6.36 (1H, d, J = 7.2), 7.26 (1H, 
dd, J = 9.2, 7.2), 7.43 (1H, d, J = 9.2), 8.23 (1H, s). 
48b) 5-[4-(tert-^h^>'^;i/^XJl/)-3-^^;i/-l-h 0 ^^> ? x;i/]-2-b 
^^;K^£V[1, 2-a] tf U i?> 
^M48a) T# & ftfc5- [4- ( t er t-7* h + v^jl/^Xjl/) -3-^ tf ^ 5 v 
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-;W-2-xh^>#;]/^-;w>f ^VEi, 2-a] b°U ^>05. o g)©x^ 

(150 mL)^t8N^cm^hU^A7jc^(9.7 mL) £inx., &i&T30#|HJ#>#$g 

tlfrmmmzl. 0 Msff^ >-THF$i^©THF^(100 mL) fcJnA., T;i/^>#HMT, 
^fMTlBt^^^t^Tco £jfc$£3fafc(300 mL) K:&#&^O^Ta*»TpHl-2 

ffl£x^;Ki50 mDTiUJlfc. tttH^^fp^^Kdoo mL)T?jfcif 

% 10.0 g OK3#76S)£a&|S#£LT#fco NMR (DMS0-d 6 ) <5 1.36-1.44 (12H, 
in), 2.58-2.77 (1H, m), 2.81-2.94 (1H, m), 3.21-3.43 (3H, m), 3.82-3.97 (1H, 
m), 4.23-4.40 (1H, m), 4.61 (2H, d, J = 5.8) , 5.22 (1H, t, J = 5. 8), 6.40-6.44 
(1H, m), 7.23-7.25 (2H, m), 7.62 (1H, s). 

48c) 2-b Fn^v^^;i/-5-(3-^^;Wl-tf^^^x;i/)-r^^/[l,2-a]tfUv 

S * T tHIlPJ>C T iIIIL 

H£tf!|48b) T# h tlfeb- [4- (ter t-7* h * s yts )V$~)V) -3-^ ^;i/-l- 9 $? 
x;W-2-h Fd^>^;k ^ ^V[l, 2-a] h° U (6. 93 g) £,HMm3c) £ 
IH^^bTMfE^^ 5.43 g (JR*85.0J0*e-fiilSfti:LT#fc. NMR D 2 0) 
<5 1.49 (3H, d, J = 6.6), 3.08-3.26 (1H, m), 3.26-3.46 (1H, m), 3.52-3.79 
(4H, m), 3.79-3.97 (1H, m), 4.95 (2H, s), 7.11 (1H, d, J = 7.6), 7.61 (1H, 
d, J = 8.8), 7.93 (1H, dd, J = 8.8, 7.6), 7.98 (1H, s). 
48d) 5- [4- [3- [ (6-^7 p U -2~^y^)V) 7,)V*~)U] 7°U \*Hr—)V\ -3->Wl/-l- 
t? ^ y y-JW -2- h H P * zs * 5 [1 , 2-a] tf U v > 

£JS0848c) T#e>tife2-h Fn^^^^;i/-5-(3-^^;i/-i-tf^^^x;i/)-r$ 

^vd, 2-a] tf u s» • ntsKfto. 04 g) ft Bnnm c ) trnmizLrmm^m 

1.07 g (JR* ZW&&&mttLT&1t, NMR (CDC1 3 ) 5 1.36-1.66 (3H, in), 
2.56-3.51 (7H, m), 3.60 (2H, t, J = 7.6), 3.69-3.89 (0. 5H, in), 4.17-4.33 
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(0.5H, Hi), 4.46-4.59 (0. 5H, m), 4.78-4.96 (0. 5H, m), 4.88 (2H, s), 6.27 
(1H, d, J = 7.2), 7.20 (1H, dd, J = 8.8, 7.2), 7.38 (1H, d, J = 8.8), 7.57 
. (1H, s), 7.61 (1H, dd, J = 8. 8, 2.0), 7.91-8.00 (4H, m), 8.50 (1H, br). 
LC/MS 527 (M). 

5-[4-[3-[(l-tert-y b^#;i/^XJJ/-5-# f > H U )V) 7° 

n tf * x )V\ -l -b 0 ^ y x ; W -2- (l - 1 H p ^X5^;W -T $ ^V[l , 2-a] b° U 
> 

H»!j24b) T# 6 nfe 2- (1- fc H P yXfjW -5- (1- tf ^9 ^x;l/) -f ^ ^/ 
[1, 2-a] tf U v> --mmmo. 83 g)^S^»iI3e) il^fcLTJgfEfl^tl 0. 89 
g 01^7230 $^t«^tT#fe 0 NMR (CDC1 3 ) <5 1.64 (3H, d, J = 6.6), 
1.74 (9H, s), 2.83-3.19 (6H, m), 3.35-3.59 (2H, m), 3.66-3.90 (2H, m), 
4.01-4.15 (2H, m), 5.06 (1H, q, J =6.6), 6.33 (1H, d, J = 7.4), 7.24 (1H, 
dd, J = 8.8, 7.4), 7.33-7.54 (4H, m), 7.66-7.67 (1H, m), 7.92-8.02 (1H, 
m). LC/MS 616 (M). 

5- [4- [3- [(5-^7 p p-2--r > H U;W X)V*-M 7°p t!#x;W fcf^SV 
]-2-(l-h FP^->X^;i/)-r$^/[l,2-a] tfU>?> • tfog& 
^JiM49T#&nfe5-[4-[3-[(l-tert-^h^^;^x;i/-5-^PP-2--r> 

FU;i/)x;i/4Nx;W7 c Ph°^x;Wb°^5^y]-2-(i-fcHP^vx^;i/)^^^ 

V*[l, 2-a] fc°y^> (0.51 g)^^IWilil:LT, HiBft^ 0. 37 g (JR$S 
81tt£a&f^£LT#£ 0 NMR (DMS0-d 6 ) <5 1.55 (3H, d, J = 6.6), 2.84 (2H, 
t, J = 7. 2), 2.93-3.07 (2H, m), 3.07-3.22 (2H, m), 3.22-3.58 (2H, in), 
3.58-3.77 (4H, m), 5.07 (1H, dd, J = 6.6), 6.08 (1H, br), 6.99 (1H, d, J 
= 7.2), 7.18-7.19 (1H, m), 7.35 (1H, dd, J = 9.0, 2.2), 7.52-7.61 (2H, m), 
7.81-7.98 (3H, m) . LC/MS 516 (M-HC1). 
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mm&m 

5- [4- [3- [(6-^7 p u-2-^-y^-)V) y"u t?:t~;W-i-tf^>>-;i/ 

] -2- (5?^ ^;l-# ;w^-r ;w ;* 5^; w $ [i , 2-a] tf u 5? > • mm& 

51a) S-^-Ctert-^^^^jl/fc^-l-b^^^JW^-C^^^l/^^/tt 
-f ;W * W 5 [1 , 2-a] h° U v > 

2M^^;PT5>©THF»iR (65 mL) * .fctfW V^D tf;i/X^;i/X5 > (22. 5 
mL) 0y^DD^^> (100 mL) ^^lM^b^^^;l/T;i/5X^A<D^\^> 

^ (100 mD ^mmmnrfo°c^mrh, f©sgT3o^#Wc. £ 

©?J!iir%^5-[4-(tert-^ 

-f 5 [1 , 2-a] h s 'Jy> (5. 0 g) 0y^DD/^> (50 mL) mWt& 0 °C 

U A*K*«K:&Ck^ ^DD*M (100 mL x 2) T^lilbfeo ttffi»is 

5:1 — 2:1) T?*t$gU MBjb'&t) 3.45gOK*s 
69 »^tfiS#^LT#fc. NMR (CDC1,) 6 1.50 (9ff, s), 2. 99 (3H, s), 
3.09 (4H, br s), 3.18 (3H, s), 3.66 (4H, br s), 3.93 (2H, s), 6.27 (1H, 
d, J = 7.0), 7.16 (1H, dd, J = 9.0, 7.0), 7.32 (1H, d, J = 9.0), 7.57 (1H, 
s). LC/MS 388 (MH + ) 

5ib) 5-[4-[3-[(6-^nn-2-^7^;y)x;y^;i/]7°aif^--;W-i-b 0 ^^^- 
;W-2-(^^;v#;wt^f ;i/) 2-a] tf U P> • $&£ 

^»J51a)T#enfe5-[4-(tert-^h^^;^x;W-l-h°^^^ri;W-2-( 
P^^JltUm^Jl) /^KS^/tl, 2-a] tf U y>(l. 5 g) C ^»!J44 <h 
mmzLXMBit^ 1.5 g (JR$67%)^e^i#iLT#fe. NMR (CDC1,) 
(5 2. 96 (2H, t,- J = 7.5), 3.03 (3H, s), 3.13 (2H, br s), 3.24-3.26 (5H, 
m), 3.60 (2H, t, J = 7.5), 3.80 (4H, br s), 4.26 (2H, s), 6.74 (1H, d, J 
= 7.4), 7.59-7.66 (1H, m), 7.73 (1H, d, J = 7.4), 7.85 (1H, d, J = 8.8), 
7.93-8.00 (5H, m), 8.50 (1H, s). LC/MS 568 (MH + ). 
7G^##T ffi C 28 H 30 C 1 N 5 0 4 S • HC 1 • 0 . 5H 2 0 thX 
gMftjg (%) : C, 54.81; H, 5.26; N, 11.41 
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MKfi (%) : C, 54.67; H, 5.18; N, 11.35. 
HMFU52 

5- [4- [3- [ (6-^7 p u-l-*T7J-)V) y"u tf^--;W -i-tf^^^;i/ 

] -2- ^;v-^;w^-r ; w * w 5 [i , 2-a] t° u > 

52a) 5-[4-(tert-7>^v^;l/^^;i/)-l-h°^^^-;i/]-2-(^j^;Wt^ 

;w ^ $ [i,2-a]tfuv> 

2M^;KT$><2THFj« (25 mL) V 7°n If^X^I/TS > (9.0 

mL) 0^DD^^> (50mL) HSMHllfc^^^TJ^^^AOA+t^ 
^ (31 mL) S^#H^iTO D CTMTb, ^©$&£T3 0#fr#2iiffco ClCDjl 
^^-^-(tert-^^^v^jl/^XjW-l-tf^^^ri^j^-^jl/^h^v^^ 
;i/M^V[l,2-a]tf'J v> (2.0 g) ®^DD^^> (20 mL) M^OtT 

^A7j<^fe&^&^ ^nu^A (100 mL x 2) Tittfflbfcc mm^M?K 
i§ffi?&; ifx?;k/x^y-;i/ 5 : i->2 : i)-al*§gu SfB-ffrgrfci 1.44 

g (JRJ*575 X)S*3S|6H#tbT#feo NMR (CDC1 3 ) 5 1.51 (9H, s), 2.82 (3H, 
s), 3.07 (4H, br s), 3.68 (4H, br s), 3.75 (2H, s), 6.33 (1H, dd, J = 7.4, 
1.2), 7.19-7.44 (3H, a). LC/MS 374 (MH + ) 

52b) 5- [4-[3-[(6-£ D U-l-jryj-fy) X^XJW 7°n h°:tx;W-l-fc°^>?x 

;w -2-(^^;p^;w^-r ;w ^ =p;w ^ *v [i, 2-a] t? u p> 

IIMJ52a)Tt#Snfc5-[4-(tert-7>^>^^ 

^ ^;p*;wt^>r ;w ^ ^;u-r 5 [i , 2-a] tf u $?xo. 69 g) ^ e> ^»j36 1 iwi 

ittbTjSfBftl^ 0.59 g (W74%) Sfifiii^tT#fe. NMR (CDC1 3 ) 
<5 2. 82 and 2. 80 (3H, s), 2.93-3.15 (8H, a), 3.60 (2H, t, J = 6.4), 3.75-3.82 
(4H, m), 6.42 (1H, dd, J = 7.0, 1.2), 7.32-7.64 (5H, m), 7.64-8.00 (4H, 
m), 8.50 (1H, s). LC/MS 554 (MH + ). 
Ttmftffim C 27 H 28 C 1 N 5 0 4 S • H 2 0 1 V X 
WrWfe (%) : C, 56.69; H, 5.29; N, 12.24 
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mmm (%) : c, 56.59; h, 5.18; n, 12.11. 

H«!J53 

5-[4- [3- [(6-# D U-2-±y^M XJV-fo—M 7°U \±-*—)V\ -l-\ZUi?~)l> 
5 l-2-(tJ)VA^)V) ^M^ytl, 2-a] tf U v> 

53a) 5-[4-(tert-7>4 1 ^;i/fc;i/)-l-h 0 ^^v-JW-2-(^;i/;t^:'f ;W ^ 
;W^^V ? [l,2-a]tfU> ? > 

5-[4-(tert-7>^^;^-;0-i-h°^^^;W-2-(^;v^v^^;i/)-f 

^V[l,2-a]t:°y v> (2. 5 g) ©Til h~ hlUl/ (100 mL) mmz25%7>*:- 
10 T7K (100 mL) 50 c CT24l^r^^W^. T± h U;i>£«EEg£l/ 

fcit ^Dn^;VA (50mLx2) TffttHbfeo lffl^S«|^^y^T 

X^/-;P 2:1) TftigU ^fB^t? 1.95 g (M78 
T#fe 0 NMR (CDC 1 3 ) 5 1.51 (9H, s), 3.08 (4H, t, J = 4.8), 3.68 (4H, 
15 br s), 3.76 (2H, s), 5.31 (1H, s), 5.48 (1H, bs), 6.33 (1H, dd, J = 7.0, 
1.0), 7.23 (1H, dd, J = 8.8, 7.0), 7.34 (1H, d, J = 8.8), 7.46 (1H, s). 
LC/MS 360 (MH + ) . 

53b) 5-[4-[3-C(6-^un-2-^y^;i/)x^fc;i/]7 0 nt;^r:;W-i-b o ^^^ri 

M -2- its )vn^ )V) * ^ ?v [i , 2-a] tf u p y 

20 ^f!|53a) T#&n^5- [4- (ter t-^ h^/tUV^-JV) -1- tf U P-M -2- ( 

#;wt^E>r ;w ^ 5^V[1, 2-a] H U ^ >(0. 9 1 g) ^ 5 6b) £ IfJ^fc 
LTMfB^t/ 0.59 gOK*62%)§e^,ft£LT#fc. NMR (CDC1 3 ) 6 
2.93-3.12 (6H, m), 3.60 (2H, t, J = 7.4), 3.77-3.81 (6H, m), 5.47 (2H, br 
s), 6.31 (1H, dd, J = 7.0, 1.2), 7.25 (1H, dd, J = 8.8, 7.0), 7.37 (1H, 

25 d, J = 8.8), 7.45 (1H, s), 7.61 (1H, dd, J = 8.8, 2.2), 7.94-8.00 (4H, m), 
8.50 (1H, s). LC/MS 540 (MH + ). 
TcMfttifm C 26 H 26 C1N 5 0 4 S • H 2 0£bT 
fff-JMI (%) : C, 55.96; H, 5.06; N, 12.55 

mmm (%) :c, 56.09; h, 4.90; n, 12.71. 
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5- [4- [3- [ (6-# u u-i-^-yj-M x;i^x;W y°u tf 3r~)V\ -3- [2- (# ;u;t^-r 

>0 x^;W -1- tf ^ y y^JW [1 , 2-a] tf U z?> 
54a) 5- [4-(tert-^ h^^I/Jfc^) -3- [2- C^I/A'^-f x^;W -1- 
tf^^^x;W-2-^^;K$^i/[i,2-a]tfU^> 
^»!j41a)T#7h5-[4-(tert-^>^v^;^-;W-3-(2-hFn^vX^ 

)-i-tf^^^-;p]-2-^^;K^^V[i,2-a]tfU^>(o.36 g)^nn^^ 

y (10 bL) fc$g#U 0°Cfc7ffSPL/^^6 h U ^DD7tW yy7^- h (0. 18 
mL)^n^TO°CTlB#r»#^i?feo J*^ /-;K5 mL) £*(5 mL) ?t1&7L, ZBlZ 
^m^JU^A(0.42 g)$Jn^T0°CT3P#r^^ifTc o SJ«£MJBIim Tfc 

HfB^tJ 0.43 g (^S6<j)&^^tLTf#feo NMR (CDC1 3 ) 8 1.50 (9H, 
s), 1.95-4.63 (16H, m), 6.24 (1H, d, J = 7.0), 7.13 (1H, dd, J = 7. 0, 9.0), 
7.26-7.33 (2H, m) . 

54b) 5- [4- [3- [ (6-^ D U-l-±yj-)V) 7s)V^ZL)V\ y°U [2- (# )Vn 

^ JV^y) X^jW -1-lf v X )V\ -2-^ J-)]/-i ^ [1 , 2-a] tf U *J> 

^M54a)Tf#fc5-[4-(tert-7>^v*;l/^-;l/)-3-[2-(*;Wt^;i/^4 : - 
x) JL^M-\-\L^^~)V\-i-^)^ ^ ^/[i, 2-a] h° U y>(0. 40 g) ^5, H 

mMZ7tmM\zLTmmk&w%mmtm 0.20 g (W34%)£bT#fc 0 nmr 

(CDClg) 6 2.11-4.94 (20H, m), 6.21-6.24 (1H, m), 7.13 (1H, dd, J = 7. 5, 
. 9.0), 7.25-8.48 (8H, m) . 
TtMtttirm C 28 H 30 ClN 5 O 5 S-O. 7H 2 0-0. 6Et 2 0£LT 
MIS (%) : C, 56.95 ; H, 5.88; N, 10.92 

mmm (%) :c, 57.05; h, 5.72; n, 10. 6i. 

H»!j55 

5- [4- [3- [ (6-^7 p x;i/^x;W y°u tf#x;i/] -3- [2- 

ir) x^;w -1 - 7 ~)V] -2-*?)M $ M [1 , 2-a] tf U V > 
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55a) 5-[4-(tert-y h4 i v*;^^;W-3-[2-(^^>x;v*n;i/^v)x^;p 

] -1- tf ^ =y yzJW -2-^ ^) W $ £V [1 , 2-a] tf U v > 

*^J!j41a)T#^5-[4-(tert-7>^^;^-;W-3-(2-t:Kn^^X5 : -;P 
) -l-h°-s ^ v ~ )V\ -2-^ 5P; W ^ ^V* [1 , 2-a] tf U ^ >(0. 50 g) t b U X^;VT 
^>(0.28 g)0THF(5 mL)«-\0°C}C^b^:^e>^t:^^>x;^x;i/ (0.16 
mL) ^D^T^MT2^^^jllffc:oM^^^m^ h U ^A7jC«T^b, 

IB-fb^ 0.61 g (MW)^i«tlT#fc 0 NMR (CDClj) 5 1.51 (9H, s), 
2.13-4.55 (17H, m), 6.24 (1H, d, J = 6.6), 7.13 (1H, dd, J = 7.2, 9.0), 
7.26-7.33 (2H, m). 

55b) 5-[4-[3-C(6 7 ^pn-2-^7^;i/)x;^x;i/]7°nb 0 ^x;i/]-3-[2-U^ 

tt) x^;W -1- tf ^ y-JW -2-* 5^;K 5 ^V* [1 , 2-a] tf U > 
^J6M55a) T#fc5- [4- (t er t-7 b *z/%)ltf~)V) -3- [2- U ^ >X;l^X ;P 

DMF (1 0 mL) mM<\* 1 7°^ h U «7 A7jc« (1 . 7 mL) &in*.T. S 

*MI»(2iiL)fc:»#l/r, ^MT10^^#^i?fco Ea^SJteaMBtfc X*/ 

-;V£*?j$U £§M&£-f y y°n/\° y -;i/T^L fe D #$nfc££ifcHN£ 

DBUC0.61 g)£DMF (3mL)fcjgffiU u©ii§3-[(6-^ DD-2-r7^)XM 
x;W7°PA'>m (0.60 g) , HOBt (0. 46 g) £ «fctfWSC<0. 58 g)©DMF^(10 mL) 

tin*., m&vmm&%iki?feo Rjm^msmm, mt&m+bvv&jm 

fB^tf 0.50g (»31%)&te^*tbTf#feo NMR(CDC1 3 ) 5 1.99-4.89 (21H, 
m), 6.20 (1H, d, J = 7.2), 7.13 (1H, dd, J = 7.5, 8.7), 7.26-8.50 (8H, m). 
TuM^JrM C 28 H 31 ClN 4 0 3 S 2 -0.9H 2 OtbT 
fHM (%) : C, 57. 26 ; H, 5. 63 ; N, 9. 54 

mmm (.%) c, 57.65 ; h, 5.69 ; n, 9.16. 
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5- [4- [3- [ (6->7 p u-2-j-7?-)V) x;i^x;w 7°n tf rf x;W -3- [2- ^;1>X )V 
7 4 ~)V) x^;w -1- tf ^ $>x;M -2-* 9 1 ; W 5 [1 , 2-a] If u s> > 
lll£M55c) T#/t5- [4- [3- [ (6-^7 D U-2-^y^)V) X)V*~M 7°U t?:tx;i/ 

] -3- [2- u x^;w -l- tf^ 9 s?x;w -2-jrt ^;i/-r 5 >\/ [1 , 2-a] t: U V 

X0.45 g)i^^>X;i/^>M(0. 10 mL)$x^Dn^^>(7 mU^M^U 3- 
^pp^m«(70%; 0.19 g)©^^Pn^^>M(3 mL)S:0 o CTIiTb, g 

mmt&iW&tt)\r+wmtxF)i/**;-)v 20:1) T?*t»LTSitBffr& 

ft 2l0mg 00^585) &&^*£bT#& 0 NMR (CDCl 3 ) 5 2. 15-5.00 (2lH, a), 
6.22 (lH, d, J = 7.0), 7. 14 (1H, dd, J = 7.4, 9.0), 7.33-7.36 (2H, m), 7.61 
(1H, dd, J = 1.8, d 9.2), 7.90-8.00 (4H, m), 8.51 (1H. s). 
TtWMftW. C 28 H 31 C1N 4 0 4 S 2 -1. 5H 2 O-0. 3EtOAc t hX 
fhg^ft (%) : C, 54.75; H, 5.73; N, 8.75 
»KI (%) : C, 54.73; H, 5.68; N, 8.43. 

5- [4- [3- [ (6-^7 n D-2-t7^Wx;^w 7°d tf # x;w -3- [2- =p;kx;p 
^n;Wx^;i/]-i-tf^9^x;W-2-^^;K^^i/[i, 2-a] tf U i?> 

mmm^c) T#fc5- [4- [3- [ (6-7 n n-2-t7?JWXMzjW 7°n fcftf-x ;u 
] -3- [2- U X.9-M -1-tf^ S^x;W -2-^ 5=-; W $ [1 , 2-a] tf U v 
X0.45 g) £^>X;Ws>M(0.10 mL)§y^/nn^^>a mUJ^HU 3- 
^nnjB3fcJ&#Bfc(70X; 0.19 g)(D^DD^^>iI(3 mL)£0°CTIiTU g 
MTl^Kd^^if fee SJS^^IS#n^«M^ h U ^A7K»»c*Jq^.TlKp|HI^ 
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m&Wi', iix? txf jp/^ ^ ; - jp 20:i) 7?mmvTmmik& 

m 0.16 g (W&M%) ^iM^ibTtfco NMR (CDC1 3 ) 5 2.14-5.01 (21H, 
m), 6.23 (1H, d, J = 6.2), 7.14 (1H, dd, J = 7.0, 9.0), 7.31-7.37 (2H, m), 
7.61 (1H, dd, J = 1.8, 8.6), 7.91-8.01 (4H, m), 8.51 (1H. s). 
TtMfrffi^. C 28 H 31 C1N 4 0 5 S 2 '0. 7H 2 O-0. 2Et0Ac£bT 
WrWm (%) : C, 54.61; H, 5.41; N, 8.85 
(%) : C, 54.93; H, 5.58; N, 8.80. 

*^f!l58 

5- [4- [3- [(1-ter t-7* h *5/%)Vtf~)V-5-& U D-2--T > F U M 7s)V*-M 7° 

Dt!^ri;W-i-^7^r;;W-2-(2-kHD^^xg i ;W-f 5^/[i,2-a] tfUv 5 

^»!]45b) T#fe5- [4- (t er t-7 )\>#~)V) -1-fcf^ 5 vx;W -2- (2- h 

HD^yX^W^f5^/[U-a]t;'Jy> (l.lg) fc«$M(5nL)£Jn*TiSa> 

tfco ^(Z)«^x^y-;p (50mD mux, msmmhtco m^mzmxtx.* 

#U Mffi^bT5-(l-H^^vx;i/)-2-(2-b FD^yx?j|/)^$^V 
[l,2-a]b°U> ? > • xtlI$e«tlT#fco 3-[(l-tert-^>^^;^ 

r>FU;i/)x;i/^x;w^otf^>it d.og) £7-fehxMr 

;W (50 mL). \zmmh, HOBt • H 2 0 (0.66 g) , WSC (0.75 g) &M$tfM%-* ^UT 
20m^M^r- a ZL(DB.Jfem\Z, ftfc#&5-(l-lf^^:n;W-2-(2-bFn3r$/ 
X^JPM^V[l,2-a]If U^>-xmi^ DBU (936 mL) ^^h'JXW 
^> (1.1 mL) ©7thxh'Jj!/ (20 mL) ^^iP^.T, 2 I^IBlJ&^ig^ 

fc 0 Tir hx h U;i/$Mffi^L^ mWoKL9nu&)V& (100 mL) <h7jc ( 
100 mL) ^riP^fco WttlJiS^b, t&fiJ&fok (100 mL) T$c#U ^7X« 

Y^y^Atm iti^imtfco ae«&*'>u*w*7A c»m 
i;ffii«^y-^ 3 : i) Tit^u iixwi^y-Ms^ 

llbTUfB^fj 0.67 g 0»35%) ^efeifttLTUfc. NMR (CDC1 8 ) (5 
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1.75 (9H, s), 2.98-3.13 (8H, m), 3.73 (4H, br s), 4.02 (2H, t, J = 5.7), 
4.11 (2H, t, J = 7.7), 6.32 (1H, d, J = 6.6), 7.21-7.26 (1H, m), 7.37-7.41 
(4H, m), 7.45 (1H, dd, J = 9.0, 2.1), 7.52 (1H, s), 7.65 (1H, d, J = 2.1), 
7.99 (1H, d, J = 9.0). LC/MS 616 (MH + ), 
Ttmftffim C 29 H 34 C1N 5 0 6 S • 1. 5H 2 0<h LT 
MM (%) : C, 54.16; H, 5.80; N, 10.89 
(%) : C, 54.02; H, 5.63; N, 10.68. 

5- [4- [3- [ (5-^ p n-2-f > H U ;W x;vaf?-;w y°u tf :tx;W -l- tf^ 7 $>x;i/ 

] -2- (2- kHn* ->x^;i/) < ^ #v [1 , 2- a ] h u *j> - mmm. 

mMM5 8T#fe5-[4-[3-[(l-tert-7>^^;i/^-;P-5-^nn-2-T>H 
U )V) x;i/*x;KI 7°d tf :fr-;W -l-t:^ v~ ;W -2- (2-h Fn^yx^JW -f 5 
^V[l,2-a]h°U vXO.5 g)^S^J(g«4tPI«tCbTj8IB{b«&«l 0.39 g (JR* 
86«)^e-fe@#tbTf#feo NMR (DMS0-d 6 ) 6 2.83 (2H, t, J = 6. 6), 3.00 (4H, 
t, J = 5.4), 3.13 (2H, br s), 3.62 (2H, br s), 3.70 (4H, t, J = 7.1), 3.79 
(2H, t, J - 6.6), 5.74 (1H, d, J = 0.9), 6.95 (1H, d, J = 7.8), 7.17 (1H, 
s), 7. 34 (1H, d, J = 8.7), 7.53 (1H, d, J = 9.0), 7.60 (1H, d, J = 9.0), 
7.80 (1H, s), 7.87 (1H, dd, J = 8.7, 7.8) 7.99 (1H, s). LC/MS 516 (MH + ) , 
TUmfttixM C 24 H 26 C 1 N 5 0 4 S • HC 1 • 2H 2 0 tl>T 
ff-M (%) : C, 48.98; H, 5.31; N, 11.90 
£$MH[ (%) : C, 48.87; H, 5.32; N, 11.45. 

5-[4-[3-[(6-^DD-2-^7^;0x;i/*r:;i/]^nb o ^-;W-3-^;wt^-f;wi- 

fcf ^^^-;W-2-x h^^M-M^/D, 2-a] tf U *J> 

60a) 5- [3- (# jWt^E-f ;W -l - ? v x ;W -2-x b ^ ;i^x;k 5 ?V 

[l,2-a]tf'J> 5 > 

2-H^7^>^;V#W5 H (17. 3 g) 1 2-x h^5>#;we:;i/-5-^ nn^> 
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?*Jll, 2-a] tfU S^XIO. 0 g) ©T-fe hX h U;K100 mL)^^120°CT15H#r^ 

TMIBfb'&t) 4.87 g (JKJ*35tt£a^5|5£bT#fc. NMR (DMSO-d 6 ) 6 1.33 
(3H, t, J = 1.2) , 2.79-3.10 (6H, m), 3.42-3.53 (2H, m), 4.31 (2H, q, J = 
5 7. 2), 6.51-6. 54 (1H, m), 7.31-7.36 (3H, m), 7.50 (1H, s), 8.71 (1H, s). 

60b) 5-[4-C3-[(6-^nn-2-^^^;i/)x;i/fc;W7°nh 0 ^r:;i/]-3-^;wt^:-f 

)V-l - y -2-X h * 5 ?V [1 , 2-a] tf U v > 

HM^I 6 0 a) Tf# 6 nfe 3- [ (6- £ P P -2-^ 7 x )Vfc~M ~f P rt >M (0 . 45 
g) iWSC(0. 43 g)££OCB0Bt (0. 35 g) CDDMF(30 mL)^^^J60a)T#fc5-[3-( 

io *;w^^;i/)-i-h°^^^x;W-2-xh^v^;^-;K5^V[i,2-a]h°u^ 

>(o.48g)srjp^T^T3Br^^nfTco Rjm^ms.mm^ mtkmi-h 
thf) TitML, m&x.r)\,fr%mMfoisTmm&to 0.40 g o»45!so£Sfe 

15 mmtLTmco NMR (CDCI3) (5 1.46 (3H, t, J = 7.2), 2.65 (1H, dd, J =• 
4.0, 12.0), 2.82-3.08 (2H, m), 3.32-3.53 (3H, m), 3. 76-3.93 (2H, m), 
4.13-4.19 (2H, m), 4.36 (1H, d, J = 12.0), 4.48 (2H, q, J = 6.0), 5.44 (1H, 
s), 5.93 (1H, s), 6.32 (1H, d, J = 6.6), 6.82 (1H, s), 7.19-7.25 (1H, m), 
7.48 (1H, d, J = 9.0), 7.61 (1H, dd, J = 1.8, 8.7), 7.90-7.99 (4H, in), 8.49 

20 (1H, s), 9.02 (1H, s). 

7tmft%rm C 28 H 28 ClN 5 0 6 S-0. 5H 2 0-0. 3Et0Ac£ IT 
WrWm (%) : C, 55.36 ; H, 5.00; N, 11.05 

mmm (%) :c, 55.42; h, 4.86; n, 10.87. 

25 H»J61 

5- [4- [3- [ (6-^7 p u-i-y^j-iV) x;i/#x;i/] y°u -i-b°^^^x;v 

] -2- (2- 1 H P * 5^;i/yp tf;i/) -T 5 ^/ [1 , 2-a] tf U ^ > • 

61a) 5-[4-(tert-7>^^;i/^x;l/)-l-tf^^^x;W-2-(2-t:HP^v-2-^ 

^■;P7°p tf;w -i ^ ?V [1, 2-a] tf U >>> 
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mmmmmr, m&vummwLV<&%miitzmk*:vv& (5.72 g > ©thf 

(30 mL) Mmmzm^Jl^ff^zsiy&y^U^ F®THF^ (22 mL) £0°CT?]£ 

S-^-Ctert-yh^v^jV^-jW-l-h^^v-jW-Z-Cxh^v^;!/^-;!/^^ 
;VX$^/[l,2-a] b U>?> (1.6g)COTHF« (100 mL) SrtJtLl, 0°CT2B#^ 

^#*n?&„ sj^^t/ b tcmm^mmzftg, wm^)v (50 mL x 

3) T^mbfeo ttffi^^lSfP^zK (100 mL) T#g?#U W&ti^? >f ^-s? & 

;i^«x^;ivx^y-;p 2 : 1) TiSLfeo »&n&&£^&s& % 

ffrfeU^A (6.64 g) tekUm^JV^sf^i/V^ti^ FODTHF^ (44 mL) 
Srffl^T|W|1i^MJS$^o If^tMLS, »«bTHfB^^» 0.22g(JWH 
«)»Jt-6@f*i:bT#feo NMR (CDC1 3 ) <5 1.26 (6H, s), 1.51 (9H, s), 2.92 
(2H, s), 3.08 (4H, t, J = 5.0), 3.69 (4H, br s), 6.30 (1H, dd, J = 7. 4, 
0.9 ), 7.15-7.23 (2H, m), 7.31-7.34 (2H, m). LC/MS 375 (MH + ) 

6ib) 5- [4- [3- [ (6-^7 p u-i-iry^)V) x;i/*x;W y°u \±jr~)V\ -i-b^5 
;W -2- (2- b F u * v-2-^ n b;W -f 5 [1 , 2-a] b u > • if M 

^M61a)T#e»nfe5-[4-(tert-7>^v^;i/^x;i/)-l-b^^vx;i/ 
]-2-(2-b HP^>-2-^^;V7 0 Db;W-r^^V[l, 2-a] b'J y>(0. 22 g)#>£>S| 
»!l44b)i|H^^LT^BB{b^t; 0.14g (iR^50%)^^@#tbT#fe„ NMR 
(DMS0-d 6 ) 6 1.20 (6H, s), 2.82 (2H, t, J = 7.3), 2.94 (2H, s), 3.01 (2H, 
br s), 3.12 (2H, br s), 3.64-3.68 (6H, m), 6.95 (1H, d, J = 7.6), 7. 63 (1H, 
d, J = 8.8), 7.74 (1H, dd, J = 8.4, 2.2), 7.88 (1H, dd, J = 8.8, 7.6), 7.96 
(1H, s), 8.02 (1H, dd, J = 8.4, 1.4), 8.21 (1H, d, J = 8.4), 8.28-8.32 (2H, 
m), 8.69 (1H, s). LC/MS 555 (MH + ) , 
7C%frtirM C 28 H 31 C1N 4 0 4 S • HC1 • 2H 2 0<t LT 
fMlffi (%) : C, 53.59; H, 5.78; N, 8.93 
(%) : C, 53.72; H, 5.80; N, 8.72. 
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5- [4- [3- [ (6-# p u-2-j-7^)V) x;p*x;W 7°n fcf :tx;W - 
2-CIH-t- b 7 V-;V-5--f ;W j*3MK $ ^V[l, 2-a] tf U v>- b U 7)l/*U&m 

62a) 5- [4- (t er t-y* b 3p ^#;i/^x;l/) -1- tf ^ 7 -2->7 / * 5 ^ 

l/[l,2-a]tf 'Jy> 

Mh->T^;i/m (0.50 g) £»f!l53a)T#fc 5-[4-(tert-^h^v-*;i/#n 
;W -1- tf ^ 7 z?~M -2- C& ^A^E-f ;W ^ ^M* 5 ^ V [l, 2-a] tf U ^ > (1.95 
g)0^^fMMT$Hii (6 iL) fcin*., MTlHWWfco $5. 

fc^bvyp?;vm (0.5 g) &R]£Mzmx., mMrenmmfr^MHtco >k^t, 

R^fc^M»!K**jS»t (50 mL) ^iWiX?^ (50 mL) SJn^fco W 
meSrlSfO^TK (50 mL) T»U lyKli^^^^ATSit, MSi 

fc£$J 0.47 g (M25 !0§ffii»(!:bT#fc o NMR (CDC1 3 ) 5 1.51 (9H, 
s), 3.08 (4H, t, J = 4.7), 3.69 (4H, br s), 3.96 (2H, s), 6.35 (1H, dd, 
J - 6.9, 1.4), 7.20-7.37 (2H, m), 7.59 (1H, s) . LC/MS 342 (MH + ) . 
62b) 5- [4- ( t er t-7 b * 5s%)Vtf~)D-l- tf^ 7 5?x;W -2- (lH-x b 7 "J~)l 
-5-T )V) * J-) W 5 CI , 2-a] fcf U 5? > 
T^fbbU^^bXX (0.43g) £ll^M62a)T#&tafc5-[4-(tert-7* b^-> 

^;v#-;i/)-i-tf^^^^;w-2->ry ;*^;w 5 ^vu, 2-a] tf u v> (o. 47 
g ) © b;vx>»»tfc:ip^ T)i3>mm%rFnmmm%iLfc, h)i^>^m&^ 

;i/x-x;v^p^, tJmto&zwhTmm&to 0.68 g o£*«)&&»60# 

tbltfc, NMR (CDCI3) <5 1.49 (9H, s), 3.06 (4H, br s), 3.66 (4H, br s), 
4.50 (2H, s), 6.37 (1H, d, J = 2.6), 7.21-7.27 (1H, m), 7.38 (1H, d, J = 
8.8), 7.51 (1H, s). LC/MS 385 (MH + ) 

• 62c) 5- [4- [3- [ (6-57 a U-l-±77r)V) 7s)V^)V\ 7°U tf 3r~)V\-\- tf ^7 $>X 

M- 2-(m-xb^v-;i/-5-r;i/)^^;w^^V[i,2-a]tf'j> j > • bu?;^ 

*»J62b)T#e>nfc5-[4-(tert-yb^^;b#x;b)-l-tf^^^r: 
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] -2- (IH-t- h "7 \/-;i/-5— T )V) * J-)^ % [1 , 2-a] tf U v > (0.68g) (DffiM 
X^JV (5mL) ^^4N^7X«MX5 : -;^t (30 mL) £fln;?L tiT2If 
Kd^^feo tfcW»S5«tb, yX^X-fJPT»b, Mffi$^bT5-(l- 
tf ^ 9 >?n;l/) -2- (lH-x h 7 y-;v-5--r )V) * 5^;w 5 ^/ [l, 2-a] tf u ^ > • — 

t LT#fc, # 6 Iafc5- (1- 7 v xi )V) -2- (lH-x h 5 V 
-5--f;W^^;K^^V[l,2-a]t: 0 Uv>--^m^^T-fehx:bU;i/ (5mL) 
MtJiU DBU (126 mL) , N- b U ^^V^U^Tir hX5. H (0.18g) &M%tt\%. 
, 2:©jft**l6afc«60a)T#5nfc3-[(6-^nn-2- 
^-7^;i/)x;^xi;H7 0 nA 0 >m(o.53 g)£wsc(o.5i g)^<fcOT0Bt (o. 41 g)<z> 

dmf(3o womwi^DtiTi, gMX3mmft%M-&rc 0 y-feh-hu^^Mm^t 

&fk JSSftJfc^D'n*;^ (30 mL) t7& (30 mL) ^Un^Lfco 7j<JgfclNit$£ 

*«JBES*bTg|B{b'&« 86 mg (JK*45X)£e£B#£LT#fc. NMR 
(DMS0-d 6 ) 5 2.82 (2H, t, J = 2.5), 2.86 (2H, bs), 3.12 (2H, br s), 3.36-3.68 
(6H, m), 4.62 (2H, s), 6.86 (1H, d, J = 7. 4) , 7.56 (1H, d, J = 9. 2), 7.73-7.79 
(2H, m), 8.00 (1H, dd, J = 8. 5, 1.9), 8.12-8.32 (4H, m), 8.68 (1H, s). LC/MS 
565 (MH + ), 

7C&##T#[ C 26 H 25 C1N 8 0 3 S • CFgCOOH • E 2 0t VX 
fHMB (%) : C, 48.24; H, 4.05; N, 16.07 
(%) : C, 48.09; H, 4.16, N, 15.80. 

HMJ63 

-f ^^V[l,2-a]tfUv> 

3-[(6-yu^E-2-^7^;Wx;V^x:;W7°n/\ o >m(0. 17 g)<hWSC(0.14 g)&J; 
OvHOBt (0. 12 g)(DTirh- hU;K20 mL)^^»!llb)TWc5-[4-C3-C(6-^ 
0D-2-t7fJWXMXJW7°Dtftx;W-l-^7^XJW^$^/[l,2-a] 
t:'Jy>-III(fl.l4g), DBU(0.15g), &&Zfh U XfVKTS >(0. 15 g) ©7 
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ir h - h u jvmmio bl) &m%.t, aaaTi5i^Mjo^siffc. Rfom&m&mm 

-;^5<ga^bbT]BIB^^» 92 mg (iK^35%) &fi£f&5|c£ LT#fc 0 NMR 
(CDC1 8 ) 6 2.96 (2H, t, J = 7.8), 3.05-3.13 (4H, m), 3.59 (2H, t, J = 7.8), 
3.62-3.80 (4H, m), 6.28 (1H, dd, J = 0.9, 7.2), 7.19 (1H, dd, J = 7. 2, 9.0), 
7.44 (1H, d, J = 9.0), 7.54 (1H, t, J = 0.9), 7.66 (1H, d, J = 1.2), 7.73 
(1H, dd, J = 8.7, 1.8), 7.84-7.97 (3H, m), 8.13 (1H, d, J = 1.8), 8.48 (1H, 
d, J = 0.6). 

TtmfrtirW. C 24 H 23 BrN 4 0 3 S • 0. 8H 2 0 thX 
tfM (%) : C, 53. 20; H, 4.58; N, 10.34 
(%) : C, 53.24; H, 4.37; N, 10.00. 

5-[4-[3-[(6-^nn-2-^7^;i/)x;i/^-;W7°nh°^;W-i-b°^^>?-;v 
]-2-(2-b Fn^>7°n t:;i/Wi^V[l, 2-a] tf U *J> 

64a) 5-[4-(tert-7>^v^JI/fc;W-l-h°^^v-;i/]-2-(2-^yynt:;W 
-f 5£V[l,2-a]fc!U5>> 

^Mmm%y, m^nm^wh<^n^mt^)^h, (5.72 a om 

(30 k) W»SSc^^i6W51a)T?#fc 5-[4-(tert-^ h^v^;^~;i/)-l-t!^^ 

^-;w-2-(^^^;^;w\*^;w ^M^yti, 2-a] tfu s>>(3. 0 g ) 

(124 mD sotTiTu numvi^m^m^tco fcmm&m&msLfr 
mmmfcmmimgiLfr, mmx.^ (50mLx3) rmmvrz. mmttv&ma^ 
m.7& (100 mD ismu m&mm°?#*i>'V&'vmm&, mm^m^m^vr^ 

W&m^y^fttfhft^h (ifflt ; ftixf;HiiiWx^;-Jl/ 2 : 
1 ) Till, jHEft^ 1. 9 g 0»69 X) ^IWtbTffc. NMR (CDC1 3 ) 
6 1.50 (9H, s), 2.29 (3H, s), 3.07 (4H, br s), 3.67 (4H, br s), 3.94 (2H, 
s), 6.29 (1H, dd, J = 7. 2, 0.9), 7.18 (1H, dd, J = 9.0, 7.2), 7.35 (1H, 
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d, J = 9.0), 7.48 (1H, s). LC/MS 359 (MH + ) 

64b) 5-[4-(tert-7>^v*;^-;l/)-l-t:^9vn;i/]-2-(2-h Hn^v7°U 
tf;W-r$^V[l,2-a]tfU^> 
Jmit^Vmj- h U (0. 35 g) &&&Tn mmmM T#6>ft*!:5-[4-(tert- 

7>^v#;W^;i/)-i-k°^^ 

t:Uv> (l.lg) (20 mL) &fr<toX-* ^MT lB^j&>#JSlffc 0 

HJ&^Tfc (5 iD mwx, x^y-;i/§MBtg*bfc:o ^gWcgfl&x^ ( 

50 mL) t7k (50 mL) £iP7LT\ £<^#^iffco W*8)i£#UlU ISfrl^zk 
(50 mL) T2fc#U *fcW»T^^AT(fej»«, »«£«fflB*Lfco SH9 
t^x'J*yM7A (ItBI;I«X^/l^;-jy 5 : 1) "C«f«U M 
Bfc&M 0. 88 g 0W79 %)$^fejftfl)tLT#fc. NMR (CDC1 3 ) <5 1.30 (3H, 
d, J = 6.2), 1.51 (9H, s), 2.79 (1H, dd, J = 14,6, 8.4), 2.97 (1H, dd, J 
= 14.6, 3.4), 3.05-3.10 (4H, m), 3.67-3.78 (4H, m), 4.14-4.24 (1H, m), 6.29 
(1H, d, J = 7.0), 7.18 (1H, dd, J = 8. 8, 7.0), 7.28-7.35 (2H, m). LC/MS 
361 (MH + ) 

64c) 5- [4- [3- [(6-^DD-2-t7 XJVt^M 7°U tt~M -1 - y 
;W -2- (2-h Hn^^n -f 5 [1, 2-a] tf U v> 

^»!l64b)T#&n7c5-[4-(tert-7>^v*;^x;i/)-l-b°^^vx;i/ 
] -2- (2- bFn+y^D fcf ;W < 5 ^V* [1 , 2-a] tf U 5^X0. 88 g) 6 »M36b) 
i:|W]#tbTMfB{bfrtl 0.72 g (JRSfS73«) £ Soffit LT#fc 0 NMR (CDC1 3 ) 
6 1.30 (3H, d, J = 6.3), 2.80 (1H, dd, J = 14.7, 8.7), 2.94-2.99 (3H, m), 
3.08 (4H, m), 3.60 (2H, t, J = 7.2), 3.73 (4H, br s), 4.17-4.23 (lH,.m), 
6.26 (1H, d, J = 7.2), 7.18 (1H, dd, J = 8. 7, 7.2), 7.33-7.35 (2H, m), 7.59 
(1H, dd, J = 8.7, 2.0), 7.90-7.96 (4H, m), 8.49 (1H, s). LC/MS 541 (MH + ), 
Ttm^m C 27 H 29 C 1 N 4 0 4 S • 0 . 5H 2 0 ilT 
ff-JHi (%) : C, 58.95; H, 5.50; N, 10.19 
(%) : C, 59.25; H, 5.78; N, 9.83. 



;»>165 
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5- [4- [3- [ n y°u -2, 3, 5, 6-x h ^ fc 

Hn-7H-l,4-^Tift!>-W;W-r^^y[l,2-a]tfU^> • 

65a) 5-[4-(tert-7>^v^;i/fc;i/)-2, 3, 5 5 6-T-h^t: Fn-7H-l,4-v7iftf 

>-M ;W 5 [1, 2-a] tf U i?> 

5-7 p n< ^ ^VCl, 2-a] tf U v>(3. 74 g) £4^6 tf^ v> (24. 6 g) 
, T;i/rf>#fflmT, 125°CT18B#r»^if7c 0 #e>nfc@#:^7jc(200 mL) t? 
nn^;VA(200 mL)£in?L WflJIS^lXU fgftl^TR (200 mL)T$$IK M7k 

(100mL)fc»#U -KBfe-^-tert-^;V(5.36g)*SfiTJSrrU EJfcJfc££ 
MTl^F^^^iffco S$££Mffig£U ag»JC*(200iiiL)$jD^ Bfl&X^ 
M200 mDTatBUfeo ttm?^^l^n^7X(200 mUTt^U MzMM^* 

;V 10:l)T3Sf$gU MIB^t/ 7.30g (iR^94%)&gfeHW*<hLTf#feo NMR 
(CDClg) 5 1.50 (9H, s), 1.97-2.14 (2H, m), 3.18-3.36 (4H, m), 3.57-3.76 
(4H, m), 6.34 (1H, d, J = 7.2), 7.15 (1H, dd, J = 8. 7, 7.2), 7.37 (1H, d, 
J = 8.7), 7.58-7.63 (2H, m). 

65b) 5- (2, 3, 5, 6-x h y t H D-7H-1, 4-^Tif tf >-M JKK $ ^V[l, 2-a] tf 



^»j65a)T#e>nfe5-[4-(tert-yh^>^;^x;i/)-2,3,5,6-T-h^hF 
D-7H-1, 4-^T^tf>-l--r;P] 5 ^V[l, 2-a] tf U >>> (7. 30 g) £?li£g£(19. 0 
nDfS&H*., ^T20#P^#?Miffco RjtB»fcX^7-;K75 mL) §in^, Mffi 

iMBUfc. ^@ti^x#y-;u-x-x;i'£;&n;5u £Cfc«£3rxLfco 

X^/-;K10 mD^^X^l/X-^KlO mL) T#c?m Mffi^bTMIS^ 
ft 5.48 g mm2%)%&&m&tLTm£c NMR (D 2 0) <5 2.28-2.42 (2H, m), 
3.49-3.60 (2H, m), 3.60-3.72 (4H, m) , 3.76-3.87 (2H, m), 7.14 (1H, d, J 
= 7.5), 7.63 (1H, d, J = 8. 7), 7.89-7.99 (3H, m). 

65c) 5- [4-[3-[(6-# n u-i-^y?-)V) x;^x;w 7°n \±^~M-i, 3, 5, 6-t- h 

9hFn-7H-l,4-^Tiftf>-l-r;W 1 , ^^/[l,2-a]ffijy> 
^»!j65b) T# b nfc5- (2, 3, 5, 6-x h 9 h H D-7H-1 , 4- vTif tf >- W )V) 
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<5^/[u-a]k'Uy> • nm.rn.mo. si g)^e>n»jic) tnm\zvxmm^t 

&m 1.12 g (WO%)§iM*iLT#fc. NMR (CDClj) 5 1.58-1.83 (1H, 
m), 2.02-2.22 (2H, m), 2.89-3.03 (2H, m), 3.17-3.28 (3H, m), 3.37-3.44 (1H, 
in), 3.57-3.68 (2H, m), 3.68-3.85 (3H, m), 6.25-6.34 (1H, m), 7.12-7.18 (1H, 
m), 7.37-7.42 (1H, m), 7.51 (1H, s), 7.58 (1H, dd, J = 8. 7, 2.0), 7.63-7.65 
(1H, m), 7.91-7.96 (4H, in), 8.47-8.48 (1H, i). 

65d) 5- [4- [3- [ (6-27 D U-l-^rV 7°U fcf -2,3,5, 6-x h 

7k FP-7H-1, 4-^Tif fc!>-W;W -f^VCl, 2-a] tf U >>> • ^BM 

mmm^c) t# s n^s- [4- [3- [ (6-27 p a-2-j-y ^jv) x;i/^^;w 7°p tr^- 

n;H-2, 3, 5, 6-t- h^h FD-7H-1, 4-^Tif t!>-l— T;W -f ^V[l, 2-a] tf U 
e?>(1.22 g)^B^JI^Ild) .M^LTlIfB^fj 1.16 g (W89X)$eB^ 
*tbT#fc. NMR (DMSO-d 6 ) 5 1.36-1.78 (1H, m), 1.83-2.12 (2H, m), 
2.70-2.89 (3H, m), 3.12-3.32 (2H, m), 3.32-3. 57 (2H, m), 3.57-3.78 (4H, 
m), 6.96-7.04 (1H, m), 7.59-7.75 (2H, m), 7.84-8.03 (3H, m), 8.16-8.29 (4H, 
m), 8.66 (1H, br). LC/MS 497 (M-HC1). 



IUSM66 

5- [4-C3- [(6-^7 n u-l-^ry^M y°u tt~M-2, 3, 5, 6-jF7h 

HP-7H-1, 4-i^Tif £ >-W M -2-^ ^ ?V [1, 2-a] fcfU >?> • ZliMM 
66a) 5-[4-(tert-^>^rx^;^-;{/)-2,3,5,6-xh^b FD-7H-1, 4-^T^ftf 

>- w ;w -2-^ ^ [i , 2- a ] m u v > 

2-^^-5-^7 DD-f$^;[l, 2-a] fcfUS»(4. 13 g) tf^^^>(24. 80 

g) T;i'rr>#ffl^,Ta25 < CT42^^^iffe 0 #enfe@#'\*(2oo 

mL) i^nn*M (200 mL) t«lMb, t&ftl^TtC (200 mDT^tt 

^%^XiS7/-;i/(100mL)«^L, -^M-^-tert-^;K5.41 g) 

fitT, ^TlPtr^^fliffeo Ml^MlE^U ^®^fc7K(200 mL)£jjn7L 

Wx^;i/(200 mL)Ti(ilb&„ ttffi&£$ftl:&*&zk(200 mL)T»U 
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ffit;SlxWx^y^ 10:l)T?HffiU HflBflj&to 6.97 g (iR^85%) 
&3m&B* £ bTlfc. NMR (CDC 1 3 ) 5 1.51 (9H, s), 1.94-2.17 (2H, m), 
2.48 (3H, s), 3.17-3.33 (4H, m), 3.57-3.76 (4H, m), 6.29 (1H, d, J = 7.0), 
7.10 (1H, dd, J = 8.8, 7.0), 7.24-7.32 (2H, m). 

66b) 5- (2, 3, 5, Fn-7H-l,4->*71ftf f^^^MS^ 

[l,2-a]hfU> ? >--^M^ 



^5IM66a)T#5n7t5-[4-(tert-7>^v*;^r.;i/)-2, 3, 5, 6-rh7tF 
P-7H-l,4-^Tiftf>-l~1 > ;W-2-^^;K^^7[l,2-a] tf'J^>(6.97 g) %m 
££(17.3 BLHdm*., MT?20#|HW>#iitf£. EJfcJfcfcX*/-;K70 mL) £ 

iipx.> MlBMib/c. ^tffcx^/-;wx-^£2jn?L 

fee @#^X^/-;i/(10 mL)chvX^;VX-T-;i/(10 mL)T^G?m iiftEBffeJftb 
HfB^tl 4.99 g (JR#78X)£fi6ta#£l/T#;fc:. NMR (D 2 0) 5 2.27-2.38 
(2H, m), 2.56 (3H, s), 3.48-3.57 (2H, m), 3.57-3.78 (4H, m), 3.78-3.81 (2H, 
m)., 7.09 (1H, d, J = 7.8), 7.52 (1H, d, J = 9.0), 7.71 (1H, s), 7.85 (1H, 
dd, J = 8.8, 7.8). 

66c) 5- [4- [3- [ (6-^7 D U-2-± 7J-)V) XJVt^M 7°U tf^"X;W -2, 3, 5, 6-x h 
7fcFn-7H-l,4-^Tiftf>-M ;W-2-^^;W 5^l/[l,2-a] tfU^> 

5- (2, 3, 5, 6-x h^b Hu-7H-l,4->?Tifb 0 >-l--<;i/)-2-^5 : -;W 
[1, 2-a] h°U -X^M^tt). 90 g)^6^&IMlc) tmm\ZhxmBih^ 1.19 
g 0K^93%)£&^*£bT?#fco NMR (CDC1 3 ) 6 0.49-0.83 (1H, m), 
2.01-2.20 (2H, m), 2.47 (3H, s), 2.90-3.00 (2H, m) , 3.14-3.22 (3H, m), 
3.35-3.39 (1H, in), 3.53-3.65 (2H, m), 3.70-3.81 (3H, m>; 6.20-6.28 (1H, 
m), 7.07-7.13 (1H, m), 7.24-7.30 (2H, m), 7.56 (1H, dd, J = 9.0, 7.2), 
7.90-7.96 (4H, m), 8.47-8.48 (1H, m) . 

66d) 5- [4- [3- [(6-^7 P U -2-±y^)l) X^fcJW 7°U tf^x;W-2, 3, 5, 6-5" h 
y\i Fn-7H-l,4-^Tif ¥>-l--( M-2-^)M Si^Jll, 2-a] t!U^> • =M 

mm. 

*»!|66c) Tf# £ tltz. 5- [4- [3- [ (6-# P P-2-t7f JWXJ^-JW 7°n tf^- 
x;W-2, 3, 5, 6-fh7t HP-7H-1, 4-vTii b°>-l--f ;W-2-^;W ^ 
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[i,2-a]fc°uv>(i.2i gifrznmmm tnn\zLTmmfc&M 1.12 g mm 

m) tLT'&fco NMR (DMS0-d 6 ) 6 1.23-1.69 (1H, m), 1.83-2.11 
(2H, m), 2.50 (3H, s), 2.61-2.93 (3H, m), 3.12-3.31 (4H, m), 3.33-3.47 (1H, 
m), 3.47-3.82 (3H, m), 6.91-7.01 (1H, m), 7.52 (1H, d, J = 8.4), 7.67-7.88 
5 (3H, m), 7.96-8.03 (1H, m), 8.16-8.29 (3H, m), 8.66 (1H, br). LC/MS 511 

(M-HC1). 

IWU67 

7- [4- [3- [(6-^7 p a-2-i-y^jV) y°u tf -i-tf^^^n;W 

10 -Y^V[l,2-a]h°U v> 

67a) 2-75/-4-(4-tert-7>^^;^ri;P-l-t: 0 ^^v-;i/)b 0 U^> 

2-7 5 7 -4-^7 o D tf U 5? >(6. 00 g) t l-Boc-b°^5^> (1 3. 0 g) <Z)X^ J -)V 
(50mL)^§120°C^7l#r^^MTco MM^^^nn^M^M* U U 

15 m&mmvrco mmm^Mvy°u^)vx.-9-)w^mhxmmih^m 10.8 g 

(«83«)£6fi^£LT#/t 0 NMR (CDC1 3 ) 6 1.48 (9H, s), 3.23-3.28 (4H, 
m), 3.52-3.57 (4H, m), 4.25 (2H, br), 5.85 (1H, d, J = 3.3), 6.18 (1H, dd, 
J = 3.9, 9.3), 7.83 (1H, d, J = 9.2). 

67b) 7-[4-(tert-7>^^*;^ri;i/)-l-b 0 ^^^;i/]-i'^^V[l,2-a] fcfUi? 

20 y 

^»«67a) T?#fc2-75 y-4-(4-tert-7>+v^;^x;i/-l-b°^^v ; -;i/) 
tf U 39 g) t40X^an7-fe h7;^xt: 18 g)^j;»|t 

HJ#A(0.42 g)0X^/-;K2O mL)»»E&3I^W3liJKUfc. S£|$MEIi 

;fiX?JW TUfigLTIIfB'fb'&tJ 1.26 g (iR$83!l!)^M*tbT#fc„ 
NMR (CDC1 3 ) 6 1.49 (9H, s), 3.17 (4H, t, J = 5.2), 3.60 (4H, t, J = 5.2), 
6.59 (1H, dd, J = 2.4, 7.6), 6.81 (1H, d, J = 2.6), 7.38 (1H, t, J = 0.6), 
7.47 (1H, d, J = 1.0),. 7.94 (1H, d, J = 7.8). 
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67c) 7- [4- [3- [ (6-^7 D n-2-t 7^0 X J^^JW 7°D Ht" JW -1-^^ 7 i 5 - 

;w-r$^/[i,2-a]tru^> 

[i, 2-a3 tf u^xo.7o g)%im.m& raL)\zmmu mmr^^m^M^rco k 
mm^mj±mm^ x.? y-)vt^mvx%^n^>m^m\zmm. 70 g) t hux 

^;i/T^>(0.70 g)^iP^TDMF(5 mL) \zmMVtz a u©ii&3-[(6-^nn-2- 
^-7^;W^;i/^-;i/]7 o nA o >m(0.69 g), HOBt (0.53 g)&J;££WSC(0. 67 g)(D 
DMF(15 mD-siP^T, ^T15B#»^?lif fc. i^St 

*J;^>U^y;V^^A (itiii;^nD^M/^^;-JV 30:1—10:1) T 
iit. Wmx^l/^&^^bT^fB^tl 0.27g Wm4%)&&&m3fctL 
Tf#fe 0 NMR (CDCI3) 5 2.91-2.96 (2H, m), 3.13 (2H, t, J = 5.1), 3.21 (2H, 
t, J = 5.1), 3.56-3.61 (2H, m), 3.65 (2H, t, J = 5.1), 3.71 (2H, t, J = 
5.1), 6.55 (1H, dd, J = 2.4, 7.5), 6.80 (1H, d, J - 2.1), 7.38 (1H, t, J 
= 0.6), 7.48 (1H, d, J = 1.5), 7.57 (1H, dd, J = 1.8, 8.7), 7.89-7.96 (5H, 
m), 8.48 (1H, d, J = 1.5). 
TumfrffilU C 24 H 23 C1N 4 0 3 S • 0. 2H 2 0 b. LT 
Steffi i%) : C, 59.24; H, 4.85; N, 11.51 
HtWfi (%) : C, 59. 00 ; H, 4.69; N, 11.32. 

7- [4- [3- [ (6-^7 p p -2-j- y ?-)V) x y°u tf rtxjn -1- 5 

l-2-*^)M 5^/[l,2-a]t£U$?> 

68a) 7-[4-(tert-7>^v*;i/^-;i/)-l-h°^^^x;W-2-^5 : -;W^^V 
[1,2-a] tfU z?> 

yn^Tirhxo.io wDf)^mmmm tmmzvxmm\&m o. is g m 

mi%)^m.^^bhxmz. 0 NMR (CDCI3) <5 1.49 OH, s), 2.39 (3H, d, 
J = 0.6), 3.15 (4H, t, J = 5.2), 3.59 (4H, t, J = 5.2), 6.51 (1H, dd, J 
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- 2.4, 7.6 ), 6.72 (1H, d, J = 2.2), 7.12 (1H, s), 7.47 (1H, d, J = 1.0), 
7.83 (1H, dd, J = 0.8, 7.6). 

68b) 7-[4-[3-[(6-^nn-2-^7^;Wx;i/^-;i/]7 0 Dh o ^r:;i/]-i-k o ^^vri 
;W -2-* J-) W 5 ^7* [1 , 2-a] t? U 5? > 
^M68a)T#fe7-[4-(tert-7>^v*;Pfc;W-l-h°^^v-;W-2-^^ 

;w 5 ^v* [i, 2-a] tf u y>(o. 1 7 g) ^ e»»M67c) uxHiBft:^* 

0.20g 0»75%) §^«tl/T#rc, NMR (CDC1 3 ) 6 2.39 (3H, d, J = 0.9), 
2. 90-2.96 (2H, m) , 3.11 (2H, t, J = 5.1), 3.19 (2H, t, J = 5.1), 3.56-3.61 
(2H, m), 3.64 (2H, t, J = 5.1), 3.71 (2H, t, J = 5.1), 6.49 (1H, dd, J = 
2.4, 7.8), 6.71 (1H, d, J = 1.8), 7.13 (1H, s), 7.58 (1H, dd, J = 1.8, 8.7), 
7.85 (1H, d, J = 7.5), 7.90-7.97 (4H, m), 8.49 (1H, s) . 
7n*##fH C 25 H 25 C1N 4 0 3 S£LT 
WrWM (%) : C, 60.41; H, 5.07; N, 11.27 
(%) : C, 60.11; H, 4.97; N, 11.10. 

HMJ69 

7-[4-[3-[(6-^nn-2-^7^;i/)x;i/^r:;i/]7 0 nh 0 ^-;W-i-t:^^^ri;i/ 

]-2-fc Hn^y^?jK$^/[l, 2-a] t!U 5» 

69a) 7-[4-(tert-7>^^;^ri;l/)-l-H^9^;i/]-2-Xb^^;Vfc;i/ 
^5^V[l,2-a]h°'Jv> 

^»!l67a)T#fc2-T^7-4-(4-tert-7>^v^;^-;M-h c ^^v-;W 
tfU^Xi.67 g)iyn^H;nf>mx^;Ki.76 mL)0X#y-;W8$£(3O mL) 

MTiffibfc. MzK«x hU^ATiytU Mffi«bfe 0 
vU7J^;i/*^A (itHI ; illfJl/^iixfJ^^ ^ ; 20:1) TfftM 
LTHBEfb'&tl 0.55 g (JRf24%)^fM^*ibT#fc„ NMR (CDC 1 3 ) 6 1.42 
(3H, t, J = 7.2), 1.49 (9H, s), 3.19 (4H, t, J = 5.0), 3.60 (4H, t, J = 
5.0), 4.43 (2H, q, J = 7.2), 6.67 (1H, dd, J = 2. 6, 7.8), 6.79 (1H, d, J 
= 1.8), 7.92 (1H, d, J = 7.6), 7.98 (1H, s). 
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69b) 7-C4-[3-[(6-^nn-2-^^^;Wx;Vfc;W^°nt:^r:;i/]-i-b 0 ^^^- 
JW-2-fc FDWW5^;[U-ii] If U 5» 
^M69a)Tt#^7-C4-(tert-yh^->*;^^;W-l-tf^^^ri;P]-2-Xh 

^->*;v^-;k ^ ^vci, 2-a] tf u ^xo. 55 g) zimmtir h u ^ (4 m Q 
43£ttx^/-;Ki5 bl)k:»#u £ifiT3i$iHto>£iBi?fc. s^^Mran 

ttllfcffi$5Kbfcc #e>tl7tHI#:§lM#^>-THFlt#(DTHF^|g(5 mL) fc^L 

*m%mk± h u wt^ii, Mi±aif bfeo n^m^m^m^mmm (2 mu 
^ # x* / (2 mo mmx«imm&i*m&feo ^mm^mBmmm 

, X^/— ;V£&$LT#£ft5^tlK:DBU(0.30 g)t hUX^T^XO.30 
g)SJP^.TDMF(5liL)fc»#bfc. COiI^3-[(6-^Dn-2-t7fJWXJ^n 
;W7°nA°>M(0.32 g), HOBt (0.23 g)£cfc t^WSC (0.29 g)<Z)DMF (15 nL) jgfiB^s&n 

m^xmm^m^t^ fcmM&m&mmmmm, §m%vv&xmfcvi& 

20:1) rmmv, if ;k-^x?;px-fj^ SMlft btl 

IBflj&tt 0.15 g (JW295K) §efiif&*tlT#fc. MR (CDC1 3 ) (5 2.50 (1H, 
br), 2.92 (2H, t, J = 7.6), 3.15 (2H, t, J = 5.1), 3.12 (2H, t, J = 5.1), 
3,20 (2H, t, J = 5.1), 3.55-3. 72 (6H, m), 4.78 (2H, s), 6.53 (1H, dd, J 
= 2.4, 7.8), 6.71 (1H, d, J = 2.2), 7.34 (1H, s), 7.57 (1H, dd, J = 1.8, 
6.8), 7.88-7.97 (4H, m), 8.48 (1H, s). 
Ttm'MMt C 25 H 25 ClN 4 0 4 S-H 2 0-0. lEtOAc^LT 

(%) : C, 56.51; H, 5.19; N, 10.38 
HtWfi (%) : C, 56.78; H, 5.20; N, 10.12. 
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5- [4- [3- [ (4-ynqE:;7 x ;u^^ 

^»!H3c)Tf#7t2-b Fn^>^;P-5-(l-h°^^-;i/H $^V[l,2-a] k° 
'Jy> • zi^M^(o. 50 g)43J:oC3-[(4-yn ; E7x-;i/)x;v^-;wynA 0 >m 

(W009805635 : 0.40 g) £ffl^TH»iJlc) £ iR^^T^fErt^tl 0.44 g( 
M%)&m@$ft$i£LT'&tCo NMR (CDC1 3 ) 6 2.93 (2H, t, J = 7. 7) , 3.10-3.17 
(4H, m), 3.51 (2H, t, J = 7.7), 3.75-3.84 (4H, m), 4.90 (2H, s), 6.40 (1H, 
d, J = 7.4), 7.33 (1H, d, J = 7.4), 7.46 (1H, d, J = 8.8), 7.58 (1H, s), 
7.72-7.83 (4H, m). LC/MS 507 (M). 
Ttmfttitm C 21 H 23 BrN 4 0 4 S t LT 
WrWfe (%) : C, 48.00; H, 4.80; N, 10.66 
(%) : C, 47.86; H, 4.60; N, 10.46. 

mmmn 

6- (4- (3- ( (6-^7 p n-2-j-y =f-)V) x;vsJn -;io fun ; <i m -i-tf^v~;u) -r 

$^/[l,2-a]EU^> 

71a) 4-(6--hn-3-tfU^;i/)-l-tf^^> 5 >^;l/^>mtert-^;^ 
l-Boc-tM-7 v>(2. 79 g) ^5-^0^-2-" h D h°U >?> (1. 02 g) SN-^^I/fc! 

PU HX15 nL)fc»#U 120°ClT3Bt»^Hffco afo^^zKT^U 

tfftH*§^^LT^f&ft;^1.27 g (W2«)SS^*iLT#fco NMR . 

(CDCI3) 61.49 (9H, s), 3.43-3.52 (4H, m), 3.62-3.67 (4H, m), 7.21 (1H, 

dd, J = 3.0, 9.0), 8.14 (1H, d, J = 3.0), 8.19 (1H, d, J = 9.2). 

71b) 4-(6-7^y-3-tfUS ? ^;V)-l-b°^^^>^;^>mtert-7 , >;i/ 
«M71a)T#^4-(6-- hP-3-HU v^;i/)-l-H^^v>^7j^>mtert- 

7^;K308 mg) §X^/-;K20 mL) \W\y (80 mg) £inx. 

hTmmt&mm mg(^SW) ^fiWftlt bTffc. NMR (CDC1 3 ) 6 1. 48 (9H, 
s), 2.95 (4H, t, J = 4. 5) , 3.55-3.58 (4H, m), 6.51 (1H, dd, J = 0. 9, 9.0), 
7.19 (1H, dd, J = 3.0, 8.7), 7.73 (1H, d, J = 2.1). 
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71c) 4— f ^V[l,2-a] tfUi>>-6--f;V-l-t:^^v>^;i/#>Mtert-7>;i/ 
HSSWlb)T#fe4-(6-TSy-3-tfU ^n;W-l-t!^^^>*;i/jJ?>Bfetert- 
7^;K240 Bg)t40X^nnT-fehT;^rtH*jJiflft(338 mg)^X^y-;K20 

U ^^MM^bTMfB^%280 mg(^»^)&^^tli:bT#fe o NMR 
(CDClj) 51.49 (9H, s), 3.00 (4H, t, J = 5.2), 3.58-3.68 (4H, m), 7.05 (1H, 
dd, J = 2.2, 9.8), 7.51-7.57 (4H, m) . 

71d) 6-[4-[3-[(6-^PP-2-t7^)^toW7°PA7l';H-l-^7^ 
;W-r^^/[l,2-a]tfU^> 

SWWlc)T»fcW ^/[l, 2-a] tfU >?>-6-^;^-l-h°<^v>^;^> 
liter t-^;K260 mg) £ift&M(2 mL)£x^y-;K2 nDfcflMIU g2&*T?lR# 

n^SWK:DBU(262 mg) <h h ijX^75 >(26l mg) hx h U;V(5 

mL)«^bfeo ^©^§3-[(6-^un-2-^-7^;i/)x;^x;i/]7 0 uA o >m 

(257 mg), HOBt (198 mg)& «fc£WSC(247 mg) CDTir bX b IUK25 mL)»ttfcJn>L 
T^MT150#p H 1^#?Iif^o M^M^^MJEE?1«^ U OMc»»n?:J& 

3RU THFi:Wx^;i/Tttmb7to JfttfHR*«Nq»BI^ b U tfAT&J&U 
SMJEMScLfc, 2§@t/ fc&gft^ U # x*;i/#^ A Tft 
«bTjg|B^^4&130 mg(iR^31«)^^*ibT#fec NMR (CDC1 3 ) d 
2.91-2.97 (4H, m), 3.06 (2H, t, J = 5. 1) , 3.56-3.61 (2H, m), 3.66 (2H, t, 
J = 5.1), 3.72 (2H, t, J - 5.1), 7.01 (1H, dd, J = 2.1, 9.9), 7.51-7.60 
(5H, m), 7.89-7.97 (4H, m), 8.48 (1H, s). 

H«J72 

6-[4-[3-C(6-^pn-2-^y^;Wx;^x;W7°nAV-f;W-i-tf^^vx 
M 3MK 5 [1 , 2-a] tf U i? > 
72a) 2-*9MU-6- (l-t!^^^x;W -f ^ [1, 2-a] tf U v> 
»f!|71b)Tf#7c4-(6-T$y-3-t°U^x;W-l-t:^^>?>^;i/^>Mteri- 
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^;K0.99 g)t^D^ET-feh>(0.66 mL) y-;K25 mDfciMU 15P# 

10/1) T^»LTHgBfc&*j0.30 gMmv%)%B&BmtLTmzo 
NMR (CDC1 3 ) 5 2.42 (3H, d, J = 0.6), 2.99-3.09 (8H, m), 6.99 (1H, dd, J 
= 2.2, 9.2), 7.26 (1H, dd, J = 0.8, 6.2), 7.39 (1H, dd, J = 9. 6, 0.6), 7.47 
(1H, d, J = 2.2). 

72b) 6-[4-[^[(6-^PD-2-t7f;W^^;WVp/V-f;W-l-^7^- 
)V\ -2-;* 5P;W 5 ^V/ [1 , 2-a] H U P > 

3-[(6-^nD-2-^-7^;Wx;i/^-;Wy 0 nA 0 >^(414 mg)&<fcrM)Bt (319 
mg)£7-febxhU;K20 mL)fc£fl*UWSC(399 mg) §*^T^MT15^#W 
fe 0 »f!l72a) -e#^2-^^-6-(l-tf -f 5 ^V[l, 2-a] tfU v> 

(300 mg)£J;^> U 1^75 X421 mg) ODMF^(5 mL) £t}nx.T^MT 151^1 

flj&4&570 mgmmW&M&B^tVTmCo NMR (CDCI3) 5 2.42 OH, d, J 
= 0.6), 2.91-2.96 (4H, m), 3.03 (2H, t, J = 4.8), 3.56-3.61 (2H, m), 3.64 
(2H, t, J = 5.1), 3.72 (2H, t, J = 5.1), 6.95 (1H, dd, J = 2. 1, 9.9), 7.41 
(1H, d, J = 9.0), 7.46 (1H, d, J = 1.5), 7.58 (1H, dd, J = 2 A, 9.0), 7.89-7.96 
(4H, m), 8.48 (1H, s). 

7- [4- [3- [ (6-^7 p d -2- ± y x ;Ww;W y°a; w -T M -l- t?^ 5 
;W-3-(xh^v^^;i/)^^^V[i,2-a]t°U> ? >^J:r;C7-[4-C3-[(6-i7nn 
-2-^7^;i/)x;^x;W7°DAV^;w-i-b 0 ^7vx;i/]-r^^y[i,2-a] tru 
v>-3-<;i/]^^y-;i/ 

*^f!j67b)T#7t4-(<$^V[l,2-a]b 0 U^>-7-^;i/)-l-h 0 ^^v>^;i/# 
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>mtert-^;K278 mg)§X^/-;K5 mQlzmMU tf?;i/VU >(0. 2 mL) £Jn 
fcTll^lffljtatbfc. *;^U>(0.2iiL)Sln^.T2l^|BBBeSEU £Sfc*;i/7U 
X0.2 mL)^nx.T2B#^M^bfco S^SMJ3E?Mbfem> tfHftfcUOMc 

fcDBU(280 mg) t b UX^75 X279 mg) §iDx.TDMF(5 mL) fC^Lfc. £<D 
«£3- [ (6-7 n D-2-^7^;V) 7°P A° >m (275 mg) s HOBt (211 mg) 

fe«fctWrSC(275 mg)©Tizh- h'JiUSt (20 mL) ^P^lT^T15P#F^# 
igiTfc. ^!^%&MffiiM^ ^y^*»«TtRl, 7PP*;VA 

fc&BSte^ u 9 a o&tHft ; in^JHli?;^^ / 20 

/\) -?mm bT7- [4- [3- [ (6-7 P U-2-t7fJW^M-JW 7°PA° / -f ;W -1- 
tf ^ 9 y-JW -3- (X h * is * "T $7V[1, 2-a] tf U v >43 mg 3» § 
£ LT, * fc [7- [4- [3- [ (6-7 p p-2-7- 7 X;i^x;W 7°P A 7 -f 

;W -l- tf ^ 5 ^x;w -f 5 7V [1 , 2-a] tf u v >-3--f ;W * ^ / -;i/80 mg mm 

25%) It^nftlife. 

7-C4-[3-[(6-7PP-2-^75 1 ;Wx;i/*x;i/]7 <, PAV<;]/]-i-h 0 ^^> ? x 

JH-3-(lh^y^^)^5^;[U-a]I: 0 Uy> : NMR (CDC1 3 ) (51.19 (3H, t, 
J = 6.9), 2.93 (2H, d, J = 7.9), 3.15 (2H, t, J = 5.0), 3.23 (2H, t, J = 
5.0), 3.48 (2H, q, J = 6.9), 3.55-3.72 (6H, m), 4.75 (2H, s), 6.61 (1H, 
dd, J = 2.4, 7.4), 6.79 (1H, d, J = 2.6), 7.42 (1H, s), 7.67 (1H, dd, J 
= 1.8, 8.8), 7.93-7.97 (3H, m), 8.04 (1H, d, J = 7.6), 8.49 (1H, s). 
Ttmfttfrm C 27 H 29 C1N 4 0 4 S • 0. 3H 2 0 thT 
gf^fi (%) : C, 59.34; H, 5.46; N, 10.25 
(%) : C, 59.43; H, 5.27; N, 10.07 
[7-[4-[3-[(6-7PP-2-^7?;i/)X;k^x;W7 0 PAV^;W~l-t: o ^^vx;W 
-T 5 TV [1 , 2-a] tf U V >-3--f J : NMR (CDC1 3 ) 5 2.93 (2H, d, J 

= 7.9), 3.17 (2H, t, J = 5.0), 3.23 (2H, t, J = 5.0), 3. 55-3.68 (6H, m), 
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4.88 (2H, s), 6.63 (1H, dd, J = 2.4, 7.4), 6.75 (1H, d, J = 1.8), 7.33 (1H, 
s), 7.58 (1H, dd, J = 1.8, 8.8), 7.89-7.98 (4H, m), 8.12 (1H, d, J = 7.4), 
8.49 (1H, s). 

TtmfttitM C 25 H 25 C1N 4 0 4 S£LT 

(%) :C, 58.53; H, 4.91; N, 10.92 

mmm (.%) :c 58.25; h, 4.95; n, 11.26 



H»!]74 

7-[4-C3-[(6-^PD-2-^7^;Wx;^r:;V]7 0 n/\V'f;W-l-tf^^> ? z: 

74a) 7-[4-(teri-7>^v^;i/^-;i/)-l-h°^^v-;i/]-2-/5 1 ;K^^y 
[1, 2-a] tf L) ^>-3-*j^>llfjl/ 

^»!|67a)T#fe4-(2-T^y-4-b°U^;W-l-h°^^^>*;l/^>mtert- 

7^;K1.20 g) 1 2-^7 nnr-feWMx^;]/ (3.0 nL)©x^/— ;i/j&S£(30 mD 
t°;i/x— t-;1/-a^>t?m#-ltMbB^^o. 59 g(W35%) 

T#7t 0 NMR (CDCI3) 61.42 (3H, t, J = 7.2), 1.49 (9H, s), 2.65 (3H, s) , 
3.28 (4H, t, J = 5.2), 3.61 (4H, t, J = 5.2), 4.39 (2H, q, J = 7.2), 6.68 
(1H, dd, J = 2.6, 7.6), 6.77 (1H, d, J = 2.2), 9.06 (1H, d, J = 7.8). 
74b) 7- [4- [3- [ (6-£ D U-2-± 7 ^)V) 7,)V^)V\ 7°U A° J <i M -\- tf <y 
Jl/)-2-^^;W^^V[l, 2-a] tf U y>-3-*J^>lX^l/ 

^»>J74a)Tt#^7-[4-(tert-7>^^;i/^-;!/)-l-lf^^vr:;i/]-2-^^ 
;K ^^V[l,2-a] h°Uv>-3-^;^>mx^;Kl94 mg)^a^m(l nL)fc»jB 

Z>mmmiZ.m\}(l52 ng)£hUX9MKT5>(152 mg)£2in^T7-febxHJ;i/(5 

(I49mg), HOBt (115 mg)^3J:r^WSC(l44 mg) (D7-fe }>X h V )VMWWl (15 iL) t 
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)^tm^)v/^ $ j lo/i) tisi, wmx^;i/^sM^bTMiB 

ft^l60 mg0K$68*)£&W^£LT#fco NMR (CDC1 3 ) 51.43 (3H, t, J 
= 6.9), 2.65 (3H, s), 2.91-2.96 (2H, m), 3.24 (2H, t, J = 5. 1), 3.33 (2H, 
t, J = 5.1), 3.56-3. 62 (2H, m), 3.67 (2H, t, J = 5.1), 3.73 (2H, t, J = 
5.1), 4.40 (2H, q, J = 6.9), 6.66 (1H, dd, J = 3.0, 7.2), 6.76 (1H, d, J 
= 4.2), 7.58 (1H, dd, J = 1.8, 8.8), 7.90-7.97 (4H, m) , 8.49 (1H, s), 9.08 
(1H, d, J = 7.5). 
ThWMft m C 28 H 29 C 1 N 4 0 5 S t L T 

(%) : C, 59.10 ; H, 5.14 ; N, 9.85 

(%) :C, 58.84; H, 5.06; N, 9.72 



7- [4- [3- [(6-# p a-2-±y j-)V) X)V-fc~)V] 7°un / < M 

jl/]-3-(Xh^^^?JW-2-^?JK5^/[l, 2-a] k° U v> 

75a) 4-[3-(tFD^^^;i/)-2-^^;W^y\/[l,2-a]tfU^>-7-<;i/]-l- 

^»J74a)Tf#^7-[4-(tert-7>^v^;^^;W-l-lf^^^-;W-2-^^ 
;W 5 PVtt, 2-a] fcfU v>-3-^;^>mx^;Kl94 mg) £THF(20 mL) IZ'SMU 

7&m<\:t^mv (327 mg) ^^vt'om^xmu.^mm^n^rzo 
^.xiom^m^r^ o°c^spl^&in ^m^px.Titf4^bT^&iB# 

^190 mgCtftft) LT#£o NMR (CDC1 3 ) 51.49 (9H, s), 2.31 (3H, 

s), 3.17-3.21 (4H, m), 3.57-3.61 (4H, m), 3.70 (1H, br), 4.86 (2H, s), 
6.58-6.62 (1H, m), 6.71 (1H, s), 8.01 (1H, d, J = 8.0). 
75b) 7- [4- [3- [ (6-^ D u-2-j- 7 J-)V) X)Vft~M 7° U A° 7 -f )V\ -l-h°^ 7 y" 
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)V\ -3- (lf^>^ -2-^ ^ ?V [1 , 2-a] t: U v > 

^»J75a)T#^4-[3-(h ^U^y^)V)-1-^)V^ 2-a] tf U v 

>-7--f;W-l-tfA^^>^;i/^>mtert-7^;K290 mg)^a^m(l mL) fcjgfll? 

Tfr&ffi&Lfto #&tlfe^tf^DBU(255 mg) t b U X^PT ^ > (254 mg) Sin 

;i/7^-;i/]7°nA°>m(250 mg), HOBt (192 mg)43j;^WSC(241 mg) (DXiz: hx h U 

(is mD \zua^rm^imm^m^ a Kmr&m^mmmm, 

NMR (CDClj) 51.19 (3H, t, J = 6.. 9), 2.40 (3H, s), 2.92 (2H, t, J = 7. 2), 
3.24 (2H, t, J = 7.2), 3.13 (2H, t, J = 5.1), 3.21 (2H, t, J = 5.1), 3.49 
(2H, q, J = 6.9), 3.56-3.72 (6H, m), 4.71 (2H, s), 6.54 (1H, dd, J = 2. 7, 
7.5), 6.70 (1H, d, J = 2.1), 7.57 (1H, dd, J = 1.8, 9.0), 7.89-7.96 (5H, 
m), 8.47 (1H, s). 

Ttmftffim C 28 H 31 ClN 4 0 4 S-0. 5H 2 0<h IT 

fff^I (%) : C, 59.62 ; H, 5.72; N, 9.93 

HtWit (%). : C, 59.69 ; H, 5.76; N, 9.67 



i-[3-[(6-^nn-2-^-^^;i/)x;^x;i/]^DAV-r;H-4-[2-(i-h Fa^y 
-i-^^;i/x^;i/)^^^VD,2-a] tf u^>-5--<;w-2-b 0 ^^v>^;i/^^^ 
F 

76a) 5-[3-^;wt^;P-4-(tert-y h^v^;^-;W-i-h°^^v-;w-f 

2-a] tf U y>2-*M>lx^ 

^»iJ60a)Tf#fc5-(3-*;wt^<;v-i-b o ^^^r.;w-2-xh^^;vfc;p 

^^V[l,2-a]h°U> ? >(4.00g)§X3 7 /-;i/(150mL){^?b, mB. vtert- 
^;K2.75 g) &MTbT^MT24ll#fi^#^i?fc„ S^SMffiMtf, 
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m\z7Kttm^)vmw^ wmt^rxbTMiBfi^tj 4. 50 g oK^seao %m 

«ilT#fc. NMR(CDC1 3 ) (51.46 (3H, t, J = 6. 9), 1.54 (9H, s), 2.60-2.66 
(1H, m), 2.94-3.02 (1H, m), 3.15-3.38 (2H, m), 4.26-4.30 (2H, m), 4.41-4.54 
(2H, m), 4.82-4.98 (1H, m), 6.31 (1H, d, J = 7.5), 6.51-6.98 (1.5H, m), 
7. 20 (1H, dd, J = 9. 0, 7. 5) , 7. 44 (1H, d, J = 8. 4) , 7. 75 (0. 5H, br) , 8. 82-9. 02 
(1H, m). 

76b) 2-#;W^-f ;i/-4-[2-(l-h Fn^-l-^^X^W ^./[l, 2-a] tf 
'Jy>-5-<;W tf^5?>-l-;fr;i^>Bfe tert-^;V^J:rJ?4-(2-Tir^;W^ 
^V[i, 2-a] tf U v>-5--r;W-2-(^;wt^;W b°^^^>-i-^j;^>^ 

tert-7^;V 

^W6a)T#£5-[3-#;W\^^^ 
y-JW -f 5 ^V[l, 2-a] tf U >>>-2-#JM?>g|X9\>K2. 00 g)£THF(200 nL)fc 
llW^T^v'tfA^OS F©THF»(48mL) SiTbfe, MJfc^tl 
S^MT3B#r^^?F B if^ ISM^7>^n^A7K^(100 mL) £$TFbfco 

20/1-15/1) TltMbT2-^;Wt^-l';i/-4-[2-(l-h FD^y-l-^^X?JW 
-f 5£V[l,2-a] tfU^>-5-^;V]tf^^>-l-#;l/#>^ tert-^;i/0.65 
g (lR^34%) §f«ibT, SfcfWJKS^/D, 2-a] tf U v>-5- 
-fJW-2-(*iW\^;Wt!^7^>-l-AM>i tert-^;i/0.68 gOK^37%) 

2-^;Wt^E-r;i/-4-[2-(l-t: Fa^-l-^WUx^M 2-a] tf U v> 

-5--f ;i/] tf^v>-l-#;^>M tert-7^;i/ : NMR (CDC1 3 ) 51.53 (9H, s), 
1.71 (3H, s), 1.80-4.35 (8H, m), 4.82-4.95 (1H, m), 6.23-6.33 (2H, m), 
7.11-7.21 (1H, m), 7.36-7.45 (1H, m), 8.12-8.35 (1H, m). 

K2-7tfM$f/[i, 2-a] if u>^>-5-<;W-2-C&;wt^;w tf^v> 

-l-#;k#>^ tert-^JV : NMR (CDC1 3 ) 51.54 (9H, s), 1.70-4.40 (10H, m), 
4.82-4.95 (1H, m) , 6.30-6.46 (2H, m), 7.20-7.53 (2H, m), 8.70-9.00 (1H, 
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m). 

76c) 1- [3- C (6-# D U-2~^y9-)l) x;Vfc;W 7°U/\° J -f M -4- [2- (1-h H D 

^0|76b)T?#fc2-(*;Wt^;W-4-[2-(l-bKD^^-l-^^;WX5 i ;W>f 
i^./[l,2-a]tf U^>-5H , ;Wtf^7^>-l-*;i/*>K tert-:7^;K0.64 g) 
^6*Sfi^37d)tra«fc:bT«lffifl2^* 0.11 gOK^m)£M^*£LT#£o 
NMR (CDC1 3 ) <5 1.72 (6H, s), 1.80-4.43 (12H, m), 5.41-6.89 (3H, m), 7.14-7.21 
(1H, m), 7.38 (1H, d, J = 9.3), 7.62 (1H, dd, J = 2.1, 9.0), 7.91-8.13 (4H, 
m), 8.32 (1H, s), 8.50 (1H, s). 

H»!J77 

1- [3- [(6-# D U-2-±y^)V) X)V*~)V\ y°UrtS^M -4- [2- (1-h FD^yX 
*?)V) -i^^/ll, 2-a] tf U v >-5--f ;W -2- tf ^ 9 v W 5 K 

77a) 2- Cfr ;wt^-r ;W -4- [2- (1 - 1 H n ^ ->x^;i/) -r 5 y V [1 , 2-a] tf u v y 
-5--f;H h°^^>-l-#;!/^>m tert-y^;!/ 

^Jfi«76b)Tf#fc4-(2-T*fe5 t ;W^^/[l, 2-a] tf U ^>-5-<;W-2-(*;]/;t 
^ )V) h°^ 7 v >m ter t-^;i/ (0. 65 g) ^ / — ;Kl 0 mL) & J; 
tfTHF(5 mL)fc^?U7j<^b^^^hU^A(80 mg)£2in;^ ^ST1R#|»^ 

m\&m 0.55 gwmu%)%n&mfc£LTmz.o nmr ccdci 3 ) 51.53 oh, s >, 

1.65-1.69 (3H, d, J = 6.6), 2.54-2.62 (1H, m), 2.90-3.02 (1H, m), 3.19-3.48 
(3H, in), 4.25-4.31 (2H, m), 4.87 (1H, br), 5.10 (1H, q, J = 6.6), 6.24 (1H, 
d, J = 6.8), 6.43 (1H, br), 7.13 (1H, dd, J = 8.8, 7.2), 7.34 (1H, d, J 
= 9.2), 8.20 (1H, br). 

77b) i-[3-[(6-^nn-2-^7^;i/)x;i/^-;W7°nAV-r;W-4-(2-(i-h hd 

^ ^>X5P;]/) 5 ?V [1 , 2-a] h° U V >-5-< M -2- tf ^ zS>X)ly$*D- 5. F 
*»<J77 a) T#7c 2- Cfr )VA^ )V) -4- [2- (1- t F n 3r yX^JW -f 5 
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[1,2-a] tfUv>-5— T;W \*UV>-l-%)Vtf>Wt tert-7^;K0.54 g)^6^ 

«j37d) tmm\zi,Tmmt&mAi gmmm%m&m*tLTmz 0 nmr 

(CDCIj) 51.69 (3H, d, J = 6.6), 2.55-5.16 (12H, m), 5.43 (1H, m), 5.78 (1H, 

br), 6.26 (1H, d, J = 7.2), 6.82 (1H, br), 7.16 (1H, dd, J.= 7.5, 8.7), 

7.38 (1H, d, J = 9.0), 7.62 (1H, dd, J = 8.7, 2.0), 7.91-8.15 (4H, m), 8.36 

(1H, s), 8.50 (1H, s). 

7c3fc#t)fffi C 27 H 28 ClN 5 O 5 S-0.5H 2 O£bT 

fUNt {%) : C, 55.14 ; H, 5.14 ; N, 11.91 

^81 (%) :C, 55.21; H, 5.47; N, 11.81 



9&mn 

l- [3- [ (6-# n u-i-i-y^)V) ~?un / <i M -4- [2- (2-b H n+yi 

[1,2-a] hf U>?>-5— r;W-2-lf^9^>*;W3i?^5 H 
78a) 2- (# ;W t^E-f M -4- [2- (2-X h 4^ 5^-2-^ V X5W <i 5 *V [1,2-a] tf 

U^>-5--r;w h°^^>-i-#;^>M tert-y^;i/ 

^»!j44a) T#fc5-^;i/^-n< $ ^V[l, 2-a] fcf U v>-2-StMx^XXr-;V 
(3. 1 g) t2-tf^5 F (5. 41 g)^e>^SfiM44b) tli^tfcbTMIB 
^%2.20g(W37«)^»fe»mtbT#feo NMR (CDC1 3 ) 5 1.22-1.32 (3H, 
m), 1.53 (9H, s), 2.58-2. 66 (1H, 1), 2.90-3.01 (1H, m), 3.22-3.40 (2H, m), 
3.89 (2H, s), 4.14-4.30 (4H, m), 4.87 (1H, br), 5.79-5.86 (1H, br), 6.19 
(1H, br), 6.25 (1H, dd, J = 1.5, 7.2), 7.13 (1H, dd, J = 8. 8, 7.0), 7.35 
(1H, d, J = 8.8), 8.26 (1H, br). 

78b) 2-(*;WtqE-<;l/)-4-[2-(2-k Fn^X^M 2-a] kfU^> 

-5-01/] tf^^v>-l-*;i/^>@| tert-7^ 

^»J78a) T#fe2-(^;Wt*-<;i/)-4-[2-(2-Xh^v-2-^VX5 : -;i/)-r^ 
^^[1, 2-a] t°'Jy>5-i'JW b^7^>-l-*J^>i tert-y^P (0. 72g) 

NMR (CDC 1 3 ) 6 1.53 (9H, s), 2.54-2.62 (1H, m) , 2.91-3.08 (3H, m), 3.21-3.30 
(2H, m), 3.71-3.78 (1H, m), 4.02 (2H, t, J = 5.8), 4.26-4.32 (2H, m), 4.87 
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(IE br), 6.04-6.35 (3H, m), 7.13 (1H, dd, J = 8.8, 7.2), 7.31 (1H, d, J 
= 8.8), 8.17 (IE br m). 

78c) 1- [3- [ (6-^7 p U-2~j-7?-)V) 7Jl/fc;W 7°P/ V -f M -4- [2- (2-fc H O 
^vX^;W^^^V[l,2-a]b°U^>-5-<;W-2-^^^>^;i/^-tJ-5 H 

mmmmw 2- c& ;wrt-f ; w -4- [2- (2- 1 h o * yifjw -r $ #v 

[l,2-a]tfU^>-5--r;i/]tf^9^>-l-^;i/#>m tert-^;K0.64 g)^S3! 
«J37d) £|W|#fcbTj@fe^tj0.16 g0K¥l7%) £&^5k£ UT#fc. NMR 
(CDC 1 3 ) 6 2. 56 (IE dd, J = 4.5, 12.0), 2.64-4.21 (13H, a), 4.41 (IE d, 
J = 12.0), 5.42 (IE m), 5.68 (IE br), 6.25 (IE d, J = 6.3), 6.84 (1H, 
br), 7.14 (1H, dd, J = 7. 5, 8.7), 7.34 (IE d, J = 8.7), 7.61 (1H, dd, J 
= 8.7, 2.1), 7.90-8.00 (4H, n), 8.22 (IE s), 8.48 (1H, s). 
TUmfrtJtm C 27 H 28 C1N 5 0 5 S • 0. 5H 2 0 tVX 
fUMi (%) : C, 56. 00; H, 5.05; N, 12.09 
. $mm (%) : C, 55.92 ; H, 5.35; N, 12.01 



mrnmn 

5- [4- [3- [ (6-^ p u-i-±y^)V) x;psfr-;w yp/i / -f ;W-i- 9 v~ 
M -2- [ C* * J-M <i ^ y V* CI , 2-a] h° U v > 

^»!jl3b)T#fe5-[4-(tert-yh4 1 ^*;^x;i/)-l-b 0 ^^> ? r:;!/]-2-t: H 
D*->;>WW 5 ^VD, 2-a] fc? U 5? XI. 70 g) ^H«J55a) %>£l$m$m 
55b) £|i^©£J&£JB#tfrK mWk&m. 63 g(W24%) &^6#||JBffcfc<h 
l/T#fe„ NMR(300, CDClg) <5 2.18 (3H, s), 2. 96 (2H, t, J -7.8), 3.04-3.12 
(4E m), 3.61 (IE t, J = 8. 1 ), 3.74-3.83 (4H, m), 3.88 (2H, s), 6.26 (IE 
d, J = 7.2 ), 7.18 (IE dd, J = 7.2, 9.0 ), 7.37 (1H, d, J = 8.7 ), 7.47 
(1H, s), 7.61 (IE dd, J = 9.0, 2.1 ), 7.95-7.98 (4H, m), 8.50 (1H, s). 
7tm^Jri§. C 26 H 27 C1N 4 0 3 S 2 -0.5H 2 0-0. 2Ac0Et h LT 
WrM-m (%) : C, 56.50 ; H, 5.24; N, 9.83 
(%) : C, 56.72 ; H, 5.38; N, 9.58 
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5- [4- [3- [ (6-# p y o/v-f ;W -i-tr^^^- 

;W-2-[(^^;px;^7^n;i/)^^;W-r $^/Ci,2-a]t!U^> 

^Mf!J79T#7t5-[4-[3-[(6-^DD-2-^7^;V)X^fc;i/]7 0 nAV-r 
;W-l-h o ^^v-;H-2-[(^^;V^)^^;W<^^yTl,2-a]h°U> ? >(540 
mg)^6^Mf!j56i|fiatbTMfB{b'&#l 200 mg(i»36%) £^&^<h LTf# 
7ho NMR (CDC1 8 ) <5 2.62 (3H, s), 2.94 (2H, t, J = 7.8), 3.04-3.12 (4H, m), 
3.60 (1H, dd, J = 6.3, 7.8), 3.72-4.25 (6H, m), 6.29 (1H, dd, J = 0. 9, 7.2), 
7.21 (1H, dd, J = 7. 2, 9.0), 7.37 (1H, d, J = 8. 7), 7.58-7.63 (2H, m), 7.90-7.97 
(4H, m), 8.48 (1H, d, J = 1.2). 
7c3S##Ht C 26 H 27 C1N 4 0 4 S 2 -H 2 0-0. 5AcOEt t LT 
fMNfi (%) : C, 54.14; H, 5.35; N, 9.02 
MWm i%) : C, 54. 23 ; H, 5. 35 ; N, 8. 84 



5- [4- [3- [ (6-^7 p u-i-fyj-jV) x;i/7fr y°un / <i M -i-tf^v~ 
)V\ -2- [ C* )V*~ )V) * J-M -i $ *?y [1 , 2-a] tf U > 

;W-l-b o ^^^-;V]-2-[(^^;i/^)^^;W-f^^V[l,2-a]b o U> ? >(540 
mg)^^^»!|57i|W|#^LTMfH^t! 310 ng (JR$54X) £fcfitfr*<>: bT# 
fe„ NMR (CDC1 3 )<5 2.95 (2H, t, J = 7.5), 3.00 (3H, s), 3.04-3.12 (4H, m), 
3.60 (1H, t, J = 7.8), 3.73-3.80 (4H, m), 4.46 (2H, s), 6.32 (1H, dd, J 
= 0.9, 7.2), 7. 24 (1H, dd, J = 7. 2, 9.0), 7. 37 (1H, d, ' J = 9. 0) , 7. 60 (1H, 
dd, J = 1.8, 8.7), 7.69 (1H, s), 7.90-7.97 (4H, m), 8.48-8.56 (1H, m). 
7tm^m C 26 H 27 C1N 4 0 5 S 2 £LT 
fttFH (%) : C, 54.30; H, 4.73; N, 9.74 
(%) : C, 54. 23 ; H, 4. 44 ; N, 9. 48 



■mm 
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5- [4- [3- [(6-^ p u-2-i-y^)V) x;v^-;W y°u tf ^*-;w -i-t£^e?-;p 
]-3-* ^ 2-a] try v> 

82a) 3-* h^^^^-2-^?;i/-5-(l-h 0 ^^^;W^$^y[l s 2-a]b°Uv> 

mmmsu) t# s n&5- u- a er t-y h -i-tf^ ^ -3- 

hHU^v^^;l/-2-^^;W^^V[l J 2-a]b°Uv>(3.47 g)§ll|(8.2 mL) 

o @#^yX^X-rJk (10 mL) MffiTT^b^fB^t/ 2.50g( 
lW755K)£fi&a@ia£LT#fco NMR (D 2 0) 5 2.59 (3H, d, J = 2. 6), 3.19-3.44 
(2H, m), 3.44-3.74 (6H, m), 3.46 (3H, s), 5.07-5.17 (2H, m), 7.37 (1H, d, 
J = 7.6), 7.70 (1H, d, J = 8. 8) , 7.93 (1H, dd, J = 8. 8, 7.6). 
82b) 5- [4- [3- [ (6-£ O D-2-^ 7 ?-)V) X )Vfr~)V\ 7°U \£^~)V1 -1 - tf^ P " 
)V\ -3-^ 5 Cl , 2-a] h° U v > 

^jSM82a)Tt#e>n^3-^ h^v^^;i/-2-^^;i/-5-(i-tf^^^-;i/)^^^ 

y*[l,2-a]h°U^> • -mm^(450 mg)^S, HMMlc) 'IMWtZ^xmWC&m 
390 mg (lR$64%)§#fc 0 NMR (CDC1 3 ) 6 2.49 (3H, s), 2.69-2.84 (2H, m), 
2.84-3.13 (3H, m), 3.18-3.41 (2H, m), 3.32 (3H, s), 3.41-3.68 (3H, m), 
3.78-3.95 (1H, m), 3.39-4.64 (1H, m), 4.87 (1H, d, J = 12.4), 5.06 (1H, 
d, J = 12.4), 6.41 (1H, dd, J = 7. 0, 1.2), 7.13 (1H, dd, J = 8. 8, 7.0), 
7.38 (1H, dd, J = 8.8, 1.2), 7.58-7.63 (1H, ra), 7.92-7.98 (4H, m), 8.50 
(1H, s). 



H«J83 

5- [4- [3- [ (6-# D n-2-t7fjW^MXJW 7°\3 \Z*~)V\ -l-M^V-fy 
]-3-tFD^ ^; w =-^V [1 , 2-a] fc! U V y 

83a) 5-[4-(tert-y b^^;i/^-;W-l-b 0 ^9^-;W-3-h HD^^fM 
5^V[l,2-a]tfU^> 
^Mf!lla)T#e>nfc5-[4-(tert-7>^^;^x;i/)-l-b°^^vri;i/]'f ^ 
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^l/[l,2-a]tfU^>(5.00 g)<DX^7— ;K20 &)&ffiZgm.T*Zl%ft)[,J*7)\, 

fc*(20mL)*JlP^ 8N7XM^bU^A7jcMTpHllfc^|pb^ ^Dn*Jl/ 
A (60 mDTitHbfeo &m^£t&fn&i£7jc(40 mL)T1fe}tU iSzKMv^v 

x^;v/x^y-;i/ io:Dt«su MfEf^ti 3.28 g wmo%)%&&mi$ 

tLX^fco NMR (CDC 1 3 ) <5 1.50 (9H, s), 2.85-2.97 (2H, m), 3.12-3.38 (4H, 
hi), 3.68 (1H, br), 4.12-4.34 (2H, m), 4.87 (2H, s), 6.57 (1H, dd, J = 7.2, 
1.2), 7.20 (1H, dd, J = 8. 8, 1.2), 7.50 (1H, d, J = 8.8), 7.56 (1H, s). 
83b) (l-^y^W^^/Q.N tfU^> ■ Xifi 

^»J83a)Tf#^n^5-[4-(tert-^>^i/^;^x;i/)-l-t!^^v-;W-3- 
h Fn^?M^y[l, 2-a] tf U v>(2. 30 g) ^111(5. 7mL) fcfln*., g 
MT20^5SJ^#Piffe o M^?teX^y-;K50 mL) t2-yn/W-;K50 mL)£ 
Un^ *fffiLfeJgft*5mbfeo !§^S2-7 o DAV-;Kl0raL)i:^X^;VX-T- 
;Kl0mL)*m#H, Ml±TT?fc^bSf3{bl§r#J 1. 69 g0«80%) &&&&M,t V 
Xntzo NMR (D 2 0) 6 3.24-3.47 (2H, m), 3.47-3.74 (6H, m), 5.23 (2H, s), 
7.34-7.40 (1H, m), 7.74-7.80 (1H, m), 7.88-7.97 (2H, m). 
83c) 5- [4- [3- [ (6-^7 a P-2-^- 7 J-)V> X;i^x;W 7°U b°^x;W -1 - tf ^ y >>X 
;W-3-h Fo^y^fM5 ^V* [1 , 2-a] tf U ^ > 

^»(J83b) T#e>nfc3-h ^;i/-5- (1- 1:^ vX;W -f ^ 

[1, 2-a] tf U >?> • -MK916 mg)^e>*»Jlc) bTMIH^t? 923 

mg (W72%)£#fc 0 NMR (CDC1 8 ) (5 2.76-3.13 (5H, m), 3.22-3.46 (2H, m), 
3.46-3.70 (3H, m), 3.92-4.06 (1H, m), 4.57-4.73 (1H, m), 4.91 (2H, s), 6.52 
(1H, d, J = 7.2), 7.19 (1H, dd, J = 8. 8, 7.2), 7.51 (1H, dd, J = 8.8, 1.2), 
7.56 (1H, s), 7.58-7.63 (1H, m), 7.89-7.99 (4H, m), 8.49 (1H, s). 
83d) 5- [4- [3- [ (6-^7 p 7°n tf^XjW -1- tf ^ y *? 

x;i/]-3-b Kn+^fMs^/D, 2-a] tf u v> • mmm. 

^»!l83c)T#Bnfe5-[4-[3-[(6-7nn-2-y-7^;0x;i/^x;i/]7 o ntf^ 
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-;W-i-b°^^^-;W-3-bHn^r^p<^;K^^V[i,2-a] tfU^Xl.oo g) 

frBrnmmw tmmzhxmBit^m 87o mg mm\ %) * &&mmtLx'&it 

o NMR (DMS0-d 6 ) 5 2.56-3.01 (5H, m), 3.12-3.33 (2H, m), 3.33-3.84 (3H, 
m), 3.84-4.02 (1H, m), 4.17-4.36 (1H, m), 5.01 (2H, d, J = 6.2), 7.21-7.28 
(1H, m), 7. 72-7.' 86 (2H, m), 7.86-8.11 (2H, m), 8.11-8.37 (4H, m), 8.68 (1H, 
s). 

mmmu 

5- [4- [3- [(6-^7 d n-2-j-y^)V) X)l-fc~)Vl y"u MOtzlM -i-tf^^v-;i/ 
3 -3- 1 F D 3rzs* 5 W [1 , 2-a] b° U 5? > 

84a) 5-C4-(tert-7>^>-^;i/fc;W-l-b 0 ^7^;W-3-b Hn^^P 
-2-^ =^/[l, 2-a] tf U ^> 

miMM2a.) X% 6 tlfc5- [4- (t er t-y* 7 -2-jrt 

^;K5^/[l,2-a]lfU$?>(6.33 g) <DX^/-;K20 mL)^£^&T37%* 
;PAT;V^bFzK^(100 bL)SJD^ 85°CT160#P B W^bfe o »*R*«JES* 
U SS«ffc*(20 nDSJn^ 8N7jcm^hU^A7K^TpHincfli5bfc% 
y-nn 40^(60 mDT^mbfcio ftffl&£g&fP:k*t7R(40 mL)T#£?#U ftfcRgE 

Yh («;SffxfJl//x^y-^ 10:1)T»«U HfB^ti 5.96 g ( 
JR#86%)£&H€M^£LT»fc. NMR (CDC1 3 ) 6 1.50 (9H, s), 2.47 (3H, 
s), 2.82-2.95 (2H, m), 3.11-3.37 (4H, m), 3.64 (1H, t, J = 5.2), 4.07-4.33 
(2H, m), 4.86 (2H, d, J = 6.0), 6.52 (1H, dd, J = 7.0, 1.2), 7.15 (1H. dd, 
J = 8.8, 7.0), 7.40 (1H, dd, J = 8.8, 1.2). 

84b) 3-hFn^ z/*?-)V-2-* 9^-5- (1- z?~)l) -f 5 [1 , 2-a] tf U V 

> 

^M^a)T#£nfc5-[4-(tert-:7>:^#^ 
tHD^v^^;P-2-^^;W^^/[l,2-a]tfU^>(3.47 g)W(U mL) 
\ZMX, ^i&T20#H^#2ii?£o mm^MR^L. 38g*fc:*(10 mL) t8N 
7jcM^hU^A7jc^(20 mL) (10 g)£in^fd^ ^DDsfrJkk (50 
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mfc&Wl 2.02g0K*82»£&fiH#£LT#fco NMR (CDC1 3 ) 5 2.48 (3H, s), 
2.88-3.06 (2H, m), 3.06-3.34 (6H, m), 4.84 (2H, s), 6.55 (1H, dd, J = 7.0, 
1.2), 7.16 (1H, dd, J = 8.8, 7.0), 7.39 (1H, dd, J = 8.8, 1.2). 
84c) 5-[4-[3-[(6-^nn-2-^7^;Wx;i/*r.;i/]7°nh 0 ^-;W-i-k 0 <^v- 
;i/]-3-t Fn^y^f JH-^fM 3 ^V[l, 2-a] b! U *?> 

MMMMb) Tf# e>nfe3-h H u=Jr5>;W!/-2-^;i/-5- (l-fcf^ v~;i/> ^ 
^V[l,2-a]h°>Jv>(577 mg)^SSl»!jlc) tIWI^^bTMf3'fb'&% 700 mg ( 
IKBN8%) £#fc 0 NMR (CDC 1 3 ) 6 2.46 (3H, s), 2.68-3.13 (5H, m), 3.22-3.44 
(2H, m), 3.48-3.72 (3H, m), 3.88-4.04 (1H, m), 4.57-4.72 (1H, m), 4.90 (2H, 
m), 6.47 OH, d, J.= 7.0, 1.2), 7.15 (1H, dd, J = 8.8, 7.0), 7.41 (1H, dd, 
J = 8.8, 1.2), 7.58-7.63 (1H, m), 7.89-7.95 (4H, m) , 8.49 (1H, s) . 

^»J85 

5- [4- [3- [ (6-^7 p u~2-^y^M y°u tfrtx:;!/] -i-h^ 

]-2-t HD^yX^JH-k Fn^SoWM^^/IX 2-a] tfU v> 
85a) 5-[4-(tert-^h^^;i/fc;i/)-l-tf^^^n;i/]- 2-(2-t KD^yXf 
;i/)-3-h Fn+y^?iK^V[U-a] b°U> ? > 

^#!|45b) T# 6 tlfcb- [4- (t er h ^ ~ ;i/) -1 - If ^ ^ y"j|/ 

]-2-(2-h HD^yXfJW^^^/tl^-a] tfU^>(3.46 g) (DX$ /-;K15 
mL)^^rMT37%^;VA7;i/xbH7j<^M(50.5 mL)£3in;i> 85°CT16P#r B 1iP 

^TpHl 1 fciHS&Lfc^ # Dn*M (60 mL) TJSfcttL&o Iftffi^&SSftl&i&jc (40 

V%5*)V%72± m&W ; Sixf;i//x^;-Jl/ 5:l)7rffSb, J@fBfc£-$i 
2.37 g (!K^63%)<£fi^H#:iUT#feo NMR (CDC1 3 ) 5 1.50 (9H, s), 1.95 
(1H, br), 2.76-2.93 (2H, m), 3.01 (2H, t, J = 5.2), 3.12-3.41 (4H, m), 3.83 
(1H, br), 3.97 (2H, t, J = 5.4), 4.09-4.31 (2H, m), 4.97 (2H, s), 6.51 (1H, 
dd, J = 7.0, 1.2), 7.16 (1H, dd, J = 8. 8, 7.0), 7.37 (1H, dd, J = 8. 8, 1.2). 
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85b) 2- (2-fc H P * vX^JW -3- h H P *rzs* ^)V-l- (1 - tf ^ V~ )V) <i $ 9 
y[l,2-a]tf'Jv> 

^MM85a)T#e»nfe5-[4-(tert-7>^v^;i/^-;i/)-l-b°^5^ri;U 
]-2-(2-h FP^->X^;i/)-3-k Hn^^K^^/tU-a] tfU^>(1.88 
g)&amm(4.1mL, BO.OmmoD^in^ ^T20^f»^Mif 7to &&£Mffifl 
£U S®»K:7K(20 nL)JP;St, 8N7XM^ h U ^A7jc^TpHllfci)Si5bfem, 
^nn^;VA(60 mDTjftfflbfc. ttffl?££g&fti:kiftzR(40 mL)T?»U 

tlillfJk/l^y-Jl/ 5:l)T«fiU IBiBft:^ 773mg 0K*56*O£& 
S^*tl/T#fc. NMR (DMS0-d 6 ) 5 2.56-2.79 (2H, m), 2.79-3.03 (4H, m), 
3.03-3.48 (4H, m), 3.62-3.82 (2H, m), 4.51 (1H, t, J = 6.6), 4.82 (1H, br), 
4.97 (2H, d, J = 5.6), 6.56-6.63 (1H, m), 7.15-7.30 (2H, m). 
85c) 5- [4- [3- [ (6-^7 u u-2-j-7^)V) 7°u )d*~M -1- k°^5 ^ n 
;W-2-(2-b H n+yX^)-3-h K n^y^ ?JH 5 ^/[l-, 2-a] H U y > 

mmm 85b) t# e> 2- (2- t h p * ^x^;w -3- t f p ^ a - m 

^-J~)V)<i ^V[l, 2-a] tf U^>(303 mg)^6>H»Jlc) fclWMUfcLTjSta 
fll'&fcl 310 mg 0«61%)£f#7io NMR (CDC1 3 ) (5 2.64-2.88 (2H, m), 2.88-3.11 
(5H, m), 3.25-3.40 (1H, m), 3.40-3.68 (4H, m), 3.83-4.03 (3H, m), 4.53-4.68 
(1H, m), 4.95 (1H, d, J - 13.6), 5.11 (1H, d, J = 13.6), 6.43 (1H, dd, J 
= 7.0, 1.2), 7.14 (1H, dd, J = 8. 8, 7.0), 7.35 (1H, dd, J = 8. 8, 1.2), 7.57-7.62 
(1H, m), 7.93-7.98 (4H, m), 8.48 (1H, s). 

warn 1 

OT0^7jt*3V^T?§fM7b v ^cD^ (»tl) fct B*^Myj, B 
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( 1 ) mmm 6 ^nBnr^t^m 4 o mg 

(2) 7t? 7 Omg 

(3) |»Bftir;PD-^ 9mg 

(4) Xt7'J>1v^^A lmg 



12 Omg 

(1) , (2) £ (3) (4) ©l/2£iifdb;fcfk »±«-£ 0 Z.n 



2. ftttJVffl 

( 1 ) 1 3 n^nrcib^m 4 o mg 

(2) ^9 b-X 7 Omg 

(3) mm±)VU-X 9mg 

(4) Xf7'J>t?^y^A lmg 



i^y*k;p 12 Omg 

(1) , (2) t (3) (4) ©l/2£®ftlLfc^ Hf£{bT3 0 



3. xttjm 

(1) »J1 4T#5tlfc'fb^4fe 4 Omg 

(2) ^ 1 — 7s 7 Omg 

(3) $$gHrfc;i/n-X 9mg 

(4) Xt7U>Hy^^A lmg 



1^77°-fe;V 12 Omg 

(i) > (2) t (3) (4) <Di/2*m%\htd&, mmtt&o z.n 

4. «ij 

( 1 ) 6 TnZntcik&W} 4 0 m g 
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(2) 5^7 ) — X 5 8mg 

(3) 3->X^-^ 1 8mg 
(3) ffl&m±)VU*-Z 3. 5mg 
(5) Xf7 U >17^^^7A 0. 5mg 

lt£ 12 Omg 

(1) , (2) , (3) , (4) (D2/3&£U (5) 0 1 / 2 £*gfnLfc&, 
Itibt^o ^0© (4) te&tf (5) Sil©^&ODX.T^iJfcJOJ±^T§o 



5. 

(1) ^»Jl 3T#£nfcfb£-tJ 4 Omg 

(2) ^ h-X 5 8mg 

(3) 3->X^-^ 1 8mg 
(3) !f|g^-fe;i/U-X 3. 5mg 
(5) Xf7U>f7^yr)A 0. 5mg 

12 Omg 



(1) , (2) , (3) , (4) (D2/3^W (5) CD 1 / 2 £*g? P L feWis 

mtntr&o mv<D (4) (5) ^^(D^tip^T^jfctinjBE^MT-s., 



6. »J 

(1) H»!I1 4T#etl/t^t/ 4 Omg 

(2) ^ h-x 5 8mg 

(3) 3->X^-^ 1 8mg 
(3) fMIfk;i/D-X 3. 5mg 
(5) Xf7U>iY^y^A 0. 5mg 

12 Omg 



(1) > (2) , (3) , (4) (5) © 1 /2 &2gfDLfc^ 

mmttZo mv<D (4) (5) s^cD»i^p^.T«ij^pffi^-r§o 



»J^2 
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i. 

BM&ttHM&fr&lNZ.T 1 0 0ml iiT^o ^CD^§^^#TT65ib> 

Hm*fffl^7X5 omi \zmmmi z-z%*>ntz.tt&®5 omg zmmbit 

'&s BMi&&mM%7k&lJQ%.Tl 0 Oml tt5o ilOjgtSScS^frTTai 
3. mm 

Bm&MmM1M7k5 Oml 4T#5nfcft-&l!5 l 0mg^ibfc 
B»^JB&f£fc*Jn*.Tl 0 Oml trt %> 0 r.omm^WM0kWW^A 

1 

bhfiHtftafiiftJgH^XH^ (FX a) M 

a^o. o bMhvzmmmmm (pus. 3) 225^1, ^ (um\&m 

&V*?)VX)V7***s*\0&ffi \&&Z$hhFXa (0. 3 un i t /m 
1) 1 On 1 £jJP7LT3 7°CT1 O^MjS^i±7c^ gff (3mM, S-2 7 
6 5) 1 0 At 1 £»IbT3 7°CT1 0 #P H 1MJfc£l*fco JfcV**?, 5 0 

2 b ui mwpLXKm^Wit^t^ ^ytmmz^ d 4 0 5 nmora© 

£fc£«(5£U FXaf£ffl£5 0%&fi^T£?fJt (IC 50 ) S^fefc. 
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IC 50 (nM) 




IC 50 (nM) 


6 


8 


32 


12 


13 


9 


36 


15 


14 


8 


38 


8 


21 


14 


42 


12 


26 


10 


60 


8 



yyb (*H*t#2E5) \zmt&Ml Z<Ofc&m (lOOOmg/kg) S^EEKP^bfe 
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1. ft (I) 

Ar-S(0) a -X-Z-N^N-^BJ (I) 

-CO-, -SO-, ^di-SO z -^U iSA^g^^tlTV^T^^^t 0 

3. IRB#lHft$nwbJ:VW$^!/ [1, 2-a] HU^>gtT&Siifcfc 
6 . ft ( I ) 5£ ( I ' ) 

(!') 




Ar-S(0)^-X-Z-N A N 
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10. Z ^- c O - 1 !St0^* o 

R^&tfRt&^n^nm&isXTkmm^ jmmxmm^nx^xh^c , 

14.5- [4- [3- C (5-# n D-2--T > H U )V) xjl-fc-M y°u h° ;tx;i/] -1- fc°^ ^ v 5 
rjH^W$^;[U-a]^iJyX5-[4-[3-[(6-^nn-2-t7?JW^^ 
fc;Wyntf^--;i/]-l-t: 0 ^^^-;W-2-b FD^y^^K^^/DJ-a] h° 
U 5- [4- [3- [ (6-^7 p n-2-^-7^;v) x;i^x;w 7°p tf:tx;W -3- (*3\>U 

T^/tS )Vi$~)V) * h°^9 vx; W -2-^ 5 [l , 2-a] tf UvX 

5- [4- [3- [ (6-^7 p n-2-t7?JW^;i/*-;w y°u tf;f x;W -3-x ^ 7 * ;i/^x 

^ p p-2^ x;i^x;w 7°p/\° y -r ;w -4- [2- (2- t H n ^>x^;W -f 5 
^V[i,2-a]tfU^>-5--r;W-2-tf^^^>^;P3}?^5 F/^£>&§i^6jlfc£ 

1 5. m&mi&frU2mmofc&m%^T%zt%®mt?&mm 0 

1 6. ifLlfiLWH^JTS-Slf^l 5|H«©IM^o 

1 8 . >mmm, mmm, mmmmm, Bmtw&m, mmmmmitm, 
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19. SC(II) 




(H) 

{k&Vaxfe^vMtft (ill) 



Ar-S(0)a"X-Z-N A NM 1 



(in) 



(I V) 

Ar-S(O) a-X-Z-L 2 (IV) 

ft^Xtt^-CDifitS: (V) 
M 2 N^N-^V) (V) 

; 

^ (la) 



Ar-S-X-Z-N AN-f B 




(la) 

a; (vi) 

Ar-S(0)a-M 3 (VI) 
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£5£ (VI I) 

X'-Z-N^N-^B^) (VII) 

2 0. 3- (5-Apy/-2- r>HU;W x;^-;i/yntf^->m, ^©x 

X^;]/feL<te^-©y$ h\ £fc&3- (l-tert-7>^>MfcJh 
2 1. »^l!Bit©fc^£&te:-£©ii, ^7c^tlS©7°D F^y^©W$l 

a^nt?Li&^fc^rs ^ £ s^trsi^^i»«rk:*^«jiii^0cDia*^fe. 

23. i mmoih^m^tcu^m, sfc^ti^oynF^^mi 
WMkmm, mm\mwmim, xn;$-^7Xim 

2 5. mmtskmmmmxm^mm(Drc^(Dmm(DmM(Dr^(Dm^mimm(D 

2 6 . Mil, Ktfm «MWfe!m, JffijftL&gte^ MMMft^ 
xny^-^^iMSfdt^ • «H©jftifeSfefe©^KF • mmoTctb® 

mm<DMm<Df£tsb(Dm$m i fBfc©^m^fcM-©& s^«^ns©yn h 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP03/13122 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C07D471/04, A61K31/496, 31/551, A61P7/02, 9/00, 9/10, 
43/00 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 C07D471/04, A61K31/496, 31/551, A61P7/02, 9/00, 9/10, 
43/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
STN/CAS 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 



WO 02/06234 Al (TAKE DA CHEMICAL INDUSTRIES, LTD.), 
24 January, 2002 (24.01.02), 

& AU 2001069531 A & JP 2002-201178 A 

& EP 1302462 Al & US 2003/187023 A 



(TAKE DA CHEMICAL INDUSTRIES, 
(24.01.02) , 



A 



WO 02/0074762 Al 
LTD.) , 

24 January, 2002 
& JP 2002-338565 A 

JP 2002-201193 A (TAKE DA CHEMICAL INDUSTRIES, 
LTD. ) , 

16 July, 2002 (16.07.02), 
(Family: none) 



1-20,24-26 



1-20,24-26 



1-20,24-26 



[x~] Further documents are listed in the continuation of Box C. [^j See patent family annex. 



* Special categories of cited documents: "T" 
"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing "X" 

date 

"Ij' document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other "Y" 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

"P" document published prior to the international filing date but later 
than the priority date claimed 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
01 December, 2003 (01.12.03) 


Date of mailing of the international search Teport 

16 December, 2003 (16.12.03) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 


International application No. 

PCT/JP03/13122 


C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


A 
A 
A 
A 

A 


WO 00/078747 Al (TAKEDA CHEMICAL INDUSTRIES,, 
LTD. ) , 

28 December, 2000 (28.12.00), 

& CA 2383492 A & AU 5566300 A 

& JP 2001-278882 A & EP 1188755 A 

WO 99/40075 Al (TAKEDA CHEMICAL INDUSTRIES , 
LTD.), 

12 August, 1999 (12.08.99), 

& CA 2317017 A & AU 2298899 A 

& JP 2000-204081 A & EP 1054005 A 

WO 98/54164 Al ( (TAKEDA CHEMICAL INDUSTRIES, 
LTD.) , 

03 December, 1998 (03.12.98), 

& AU 7453498 A & JP 11-236372 A 
& EP 986551 A & US 6359134 B 

WO 00/06506 Al (Hokuriku Seiyaku Co., Ltd.), 

24 February, 2000 (24.02.00), 

& CA 2339562 A & AU 5197499 A 

& JP 2000-119271 A & NO 20010676 A 

& EP 1104764 Al & CZ 20010503 A 

Sc BG 105271 A & SK 1942001 A 

& PL 346155 A & HU 103406 A 

& BR 9914306 A & NZ 509939 A 

WO 96/10022 Al (ZENECA LTD.), 

04 April, 1996 (04.04.96), 

& JP 10-506122 A & EP 783500 Al 
& US 5965559 A & US 6225309 A 


1-20,24-26 ! 
1-20,24-26 
1-20,24-26 
1-20,24-26 

1-20,24-26 



Form PCT/ISA/210 (continuation of second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP03/13122 



Box I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. [x] Claims Nos.: 21 to 23 

because they relate to subject matter not required to be searched by this Authority, namely: 
The inventions as set forth in claims 21 and 23 pertain to methods for 
•treatment of the human body by therapy. 



2. Q Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. |~J Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1. j—j As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims* 

2. Q As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. j— | As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. r— | No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q The additional search fees weTe accompanied by the applicant's protest. 

| | No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998) 



BSttiK*^ PCT/J PO 3/1 3 1 2 2 



a. 3&w<om-tzftm<Dftm <mmmvm d po ) 

Int. Cl 7 C07D4 7 1/04, A61K3 1/4 9 6, 3 1/5 5 1, 
A61P 7/0 2, 9/0 0, 9/1 0, 4 3/0 0 



W^* (IPC) ) 



Int. Cl 7 C07D4 7 1/04, A61K3 1/4 9 6, 3 1/5 5 1, 
A61P 7/0 2, 9/0 0, 9/1 0, 4 3/0 0 



STN/CAS 



WO 02/06234 Al (^ffl^^X^^^fc) 2002.01.24 
& AU 2001069531 A & JP 2002-201178 A & EP 1302462 Al 
& US 2003/187023 A 

WO 02/0074762 Al (^ffl|| R B n Xit^^f±) 2002.01.24 
& JP 2002-338565 A 



1-20, 24-26 



1-20, 24-26 



0 Cfl|<D«ft#JctS:it^!l#**lT^5„ 



r&j m—^^yyy % y-uosfc 



01. 12. 03 



B^S'WPJt (ISA/JP) 
SHS#*1 0 0-8915 
JR^=H^ ffl WHT 1 4 • 3 



4C 



8 5 19 



03-3581-1101 ftiH 3452 



ftlStPCT/I SA/2 1 0 (|!2^-i?) (1 9 9 8^7^) 





HisffiMHf- PCT/J P03/13122 


c . 








#-r=?y— * 






A 


JP 2002-201193 A (n^M^MW^^) 2002. 07. 16 

(77 ^ y-ftu 


1-20, 24-26 


A 


WO 00/078747 Al (^ffl^ B n B X^^:^±) 2000. 12. 28 
& CA 2383492 A & AU 5566300 A & JP 2001-278882 A 
& EP 1188755 A 


1-20, 24-26 


A 


WO 99/40075 Al (^ffl^p^X^^^) 1999.08.12 
& CA 2317017 A & AU 2298899 A & JP 2000-204081 A 
& EP 1054005 A 


1-20, 24-26 


A 


WO 98/54164 Al (TAKEDA CHEMICAL INDUSTRIES, LTD. ) 1998. 12. 03 
k AU 7453498 A & JP 11-236372 A & EP 986551 A 
& US 6359134 B 


1-20, 24-26 


A 


WO 00/06506 Al (jk&gSgeMg&tt) 2000. 02. 24 
& CA 2339562 A & AU 5197499 A & JP 2000-119271 A 
& NO 20010676 A & EP 1104764 Al & CZ 20010503 A 
& BG 105271 A & SK 1942001 A & PL 346155 A 
& HU 103406 A & BR 9914306 A & NZ 509939 A 


1-20, 24-26 


A 


WO 96/10022 Al (ZENECA LIMITED) 1996. 04. 04 

& JP 10-506122 A & EP 783500A1 & US 5965559 A & US 6225309 A 


1-20, 24-26 



tK^PCT/I SA/2 1 0 (MS 2^— (1 9 9 8^7^) 



m&M&%- PCT/JP03/13122 



&S8^03S (PCT17*(2)(a)) (OMfefrZy, r <DmmS&»&tm<DM&te J; tj fMGD$Sffl<D-g!5{£o^-Cf£ 
1. |] fjfsfrogSH 21-23 H:, toHRW^8B*SW3lE^S^ i*RUftV>«*fc«5t>©"T?*>*. 



1. □ fflfSA^S^iIJBiiS¥WSr-t-^-t»ra^^#LfccD^\ rciiii^u, i-^TcDiEfs*rf§&»* 



3. □ WWA^^^WS^^-gP©^b^^^i^^#b^^ofc(D-c, ^©B^Sftfs, 



□ jM!*¥tm<Oj&W- £: tHM Ai» E> Att * ic T ^ fo 0 fc„ 



#SPCT/I SA/2 1 0 (1) ) (1 9 9 8^7jl) 



